SCHERING-PLOUGH 



©007 



CLAIM AMENDMENTS 

1 . (Original) A composition comprising: 

(a) at least one peroxisome proliferator-activated receptor activator; and 

(b) at least one sterol absorption inhibitor represented by Formula (I); 



R R 2 



Ar 1 -X m -(C) q -Y n .(C) r Z p ^ Ar 3 

R 1 R 3 ] f 
J N 



(0 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (I) or of the isomers thereof, or prodrugs of the compounds of 
Formula (I) or of the isomers, salts or solvates thereof, 
wherein in Formula (I) above; 

Ar 1 and Ar 2 are independently selected from the group consisting of aryl and 

4 

R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

R and R are independently selected from the group consisting of -OR , 
^0(CO)R B , -0(CO)OR 9 and -0(CO)NR 6 R 7 ; 

R 1 and R 3 are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 

q is 0 or 1 ; 

r is 0 or 1 ; 

m, n and p are independently selected from 0, 1 , 2, 3 or 4; provided that at 
least one of q and r is 1 , and the sum of m, n, p, q and r is 1 , 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 
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R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 )^OR 6 , -0(CO)NR 6 R ? , 
~NR 6 R 7 , -NR 8 (CO)R 7 s -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR^O^R 9 , -COOR 6 , 
-CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) 1-10 -COOR 6 , 
-O(CI-y v10 CONR 6 R 7 -(lower alkytene)COOR 6 , -CH=CH-COOR 6 . -CF 3 , -CN, 
-NO a and halogen; 

R s is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 . -0(CO)OR 9 , -0(CH 2 ) V5 OR a , -0(CO)NR*R 7 , -NR $ R ? , 
-NR 6 (CO)R 7 f -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 SO^R 9 , -COOR 6 , -CONR 6 R 7 , 
-COR 6 , -S0 2 NRV, S(O) 0 . 2 R 9 , ^CHJ^-COOR 8 , -OCCHsjJmoCONrV. 
-(lower alkylene)COOR* and -CH=CH~COOR 6 ; 

R 6 , R 7 and R 8 are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

R 9 is lower alkyl, aryl or aryl-substituted lower alkyl. 

2. (Original) The composition according to claim 1 , wherein the at least, 
one peroxisome proliferator-activated receptor activator is a f ibric acid derivative. 

3. (Original) The composition according to claim 2, wherein the fibric acid 
derivative is selected from the group consisting of fenofibrate, clofibrate, gemfibrozil, 
ciprofibrate, bezafibrate, clinofibrate, binifibrate, lifibrol and mixtures thereof. 

4. (Original) The composition according to claim 3, wherein the fibric acid 
derivative comprises fenofibrate. 

5. (Withdrawn) The composition according to claim 3, wherein the fibric 
acid derivative comprises clofibrate. 

6. (Withdrawn) The composition according to claim 3, wherein the fibric 
acid derivative comprises gemfibrozil. 



7. (Withdrawn) The composition according to claim 3, wherein the fibric 
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acid derivative comprises ciprofibrate. 

8. (Withdrawn) The composition according to claim 3, wherein the fibric 
acid derivative comprises bezafibrate. 

9. (Withdrawn) The composition according to claim 3, wherein the fibric 
acid derivative comprises clinofibrate. 

1 0. (Withdrawn) The composition according to claim 3, wherein the fibric 
acid derivative comprises binifibrate. 

11. (Original) The composition according to claim 1, wherein the at least 
one peroxisome proliferator-activated receptor activator is administered to a mammal 
in an amount ranging from about 50 to about 3000 milligrams of peroxisome 
proliferator-activated receptor activator per day. 

12. (Original) The composition according to claim 1 , wherein the sterol 
absorption inhibitor is represented by Formula (II) below: v.: 




(") 



or pharmaceutical^ acceptable salt or solvate thereof, or prodrug of the compound 
of Formula (II) or of the salt or solvate thereof. 
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1 3. (Original) The composition according to claim 1 , wherein the at least 
one sterol absorption inhibitor is administered to a mammal in an amount ranging 
from about 0.1 to about 1000 milligrams of sterol absorption inhibitor per day. 



1 4. (Withdrawn) The composition according to claim 1 , further comprising 
at least one cholesterol biosynthesis inhibitor. 

15. (Withdrawn) The composition according to claim 14, wherein the at 
least one cholesterol biosynthesis inhibitor comprises at least one HMG CoA 
reductase inhibitor. 

16. (Withdrawn) The composition according to claim 15, wherein the at 
least one HMG CoA reductase inhibitor is selected from the group consisting of 
lovastatin, pravastatin, fluvastatin, simvastatin, atorvastatin, rosuvastatin, cerivastatin 
and mixtures thereof. 

1 7. (Withdrawn) The composition according to claim 1 6, wherein the at 
least one HMG CoA reductase inhibitor is simvastatin. 

1 8. (Withdrawn) The composition according to claim 1 2, further comprising 
simvastatin. 
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1 9. (Withdrawn) The composition according to claim 1 8, wherein the at 
least one peroxisome proliferator-*activated receptor activator is selected from the 
group consisting of fenofibrate, gemfibrozil and mixtures thereof. 

20. (Withdrawn) The composition according to claim 1 , further comprising 
at least one bile acid sequestrant. 



21 . (Currently Amended) The composition according to claim 1 , further 
comprising nicotinic acid^niceritrol, nicofuranose or acipimox er a d eriv a tive thoroof . 

22. (Withdrawn) The composition according to claim 1 , further comprising 
at least one AcylCoA:ChoIesterol O-acyltransferase Inhibitor. 

23. (Withdrawn) The composition according to claim 1 , further comprising 
probucol or a derivative thereof. 

24. (Withdrawn) The composition according to claim 1 , further comprising 
at least one low-density lipoprotein receptor activator. 

25. (Withdrawn) The composition according to claim 1, further comprising 
at least one Omega 3 fatty acid. 
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26. (Withdrawn) The composition according to claim 1 , further comprising 
at least one natural water soluble fiber. 

27. (Withdrawn) The composition according to claim 1 , further comprising 
at least one of plant sterols, plant stands or fatty acid esters of plant stanols. 



28. (Withdrawn) The composition according to claim 1 , further comprising 
at least one antioxidant or vitamin. 



29. (Withdrawn) The composition according to claim 1 , further comprising 
at least one hormone replacement therapy composition. 

30. (Withdrawn) The composition according to claim 1 f further comprising 
at least one obesity control medication. 

31 . (Withdrawn) The composition according to claim 1 , further comprising 
at least one blood modifier. 



32. (Currently Amended) The composition according to claim 1 , further 
comprising at least one cardiovascular agent selected from the group consisting of 
calcium channel blockers, adrenergic blockers, adrenergic stimulants, angiotensin 
converting enzyme (ACE) inhibitors, antihypertensive, angiotensin II receptor 
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antagonists, antianginal agents, coronary vasodilators, diuretics and combinations 
thereo f difforcnt from the compound of Formula 4. 

33. (Withdrawn) The composition according to claim 1 , further comprising 
at least one antidiabetic medication. 

34. (Currently Amended) A pharmaceutical composition for the treatment 
or prevention of a vascular condition, diabetes, obesity or lowering a concentration of 
a sterol in plasma of a mammal, comprising a therapeutically effective amount of the 
composition of claim 1 and a pharmaceutical^ acceptable carrier. 

35. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment; 

(a) an effective amount of at least one peroxisome pro!iferator~activated 
receptor activator; and 

(b) an effective amount of at least one sterol absorption inhibitor 
represented by Formula (I): 




(0 
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or isomers thereof, or pharmaceutical ly acceptable salts or solvates of the 
compounds of Formula (1) or of the isomers thereof, or prodrugs of the compounds of 
Formula (I) or of the isomers, salts or solvates thereof, 
wherein in Formula (I): 

Ar 1 and Ar z are independently selected from the group consisting of aryl and 

4 

R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alky])- and -C(dilower alkyl)-; 

2 6 

R and R are independently selected from the group consisting of -OR , 
-0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R T ; 

R 1 and R 3 are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 

q is 0 or 1 ; 

r is 0 or 1; 

m, n and p are Independently selected from 0, 1, 2, 3 or 4; provided that at 
least one of q and r is 1 , and the sum of m, n, p, q and r is 1 . 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 )^OR 8 , -0(CO)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 SC>2R 9 , -COOR 6 , 
-CONrW, -COR 6 , -S0 2 NR*R 7 , SCO^R 9 , -OCCHy^-COOR 6 , 
-O(CH 2 ) 1 . 10 CONR a R 7 , -(lower alkylene)COOR 6 , -CH=CH-COOR 6 , -CF 3 , -CN, 
-N0 2 and halogen; 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -O(C0)R 6 , -0(C0)0R?, ^(OH^OR 6 , -0(CO)NR 6 R 7 , -NR 8 R 7 , 
-NR 6 (CO)R 7 f -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR®S0 2 R 9 , -COOR 6 , -CONfiV, 
-COR 6 , -S0 2 NR 6 R 7 , S(0)^R 9 f -O(CH 2 ) M0 -COOR 6 , -O(CH 2 ) 1 . 10 CONR 6 B 7 f 
-(lower alkylene)COOR 6 and -CH-CH-COOR*; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
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R 9 is lower alkyl, aryl or aryl-substituted lower alkyl. 

36. (Withdrawn) The method according to claim 35, wherein the vascular 
condition is hyperlipemia. 

37. (Original) A therapeutic combination comprising: 

(a) a f irst amount of at least one peroxisome proliferator^activated receptor 
activator; and 

(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (1): 



R R 2 



Ar 1 -X m ^(C)^Y n -(C) r Z p _Ar 3 
R 1 R 3 Y~l 



(I) 



or isomers thereof, or pharmaceutically acceptable salts or solvates of the 
compounds of Formula (I) or of the isomers thereof, or prodrugs of the compounds of 
Formula (I) or of the isomers, salts or solvates thereof, 
wherein: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 

4 

R -substituted aryl; 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

R and R z are independently selected from the group consisting of -OR 6 , 
-0(CO)R 8 , -0(GO)OR 9 and -0(CO)NR 6 R 7 ; 

R 1 and R 3 are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
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q is 0 or 1 ; 
r is 0 or 1; 

m, n and p are independently selected from 0, 1 , 2, 3 or 4; provided that at 
least one of q and r is 1 , and the sum of m r n, p, q and r is 1 , 2, 3, 4, 5 or 6; and 
provided ttiat when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl. -OrVO(CO)R 6 , -b(CO)OR*, -0(CH 2 ) v5 OR 6 , -0(CO)NR 6 R 7 , 
-nrV, -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , ^nr 6 (co)nr t r 8 , -nr 6 so2R 9 , -coor 6 
-conr 6 r 7 , -cor 8 , -so 2 nr 6 r 7 , S(O) 0 . 2 R 9 , -OCCH^.^-COOR 6 , 
-O(CH 2 ) 1 . l0 CONR 6 R 7 , -(lower alkylene)COOR 6 , -CH=CH-COOR 6 t -CF 3 , -CN, 
-N0 2 and halogen; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 f -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR 6 , -O(C0)NR 6 R 7 , -NrV> -NR 6 (CO)R ? , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 6 , -NR*SO s R*, -COOR 8 , -CONR 6 R 7 , -COR 6 , - 
S0 2 NR 6 R 7 S(0)^R 9 , -OCCH^^^-COOR 6 , -O(CH a ) 1J10 CONR e R 7 l -(lower 

alkylene)COOR 6 and 
-CH^CH-COOR 6 ; 

R 6 , R 7 and R S are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

9 i 

R is lower alkyl, aryl or aryl-substituted lower alkyl 
wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 

j 

38. (Original) A therapeutic combination according to claim 37, wherein the 
at least one peroxisome proliferate r-activated receptor activator is a fibric acid 
derivative. 

i 
I 

39. (Original) A therapeutic combination according to claim 37, wherein the 
at least one peroxisome prolfferator-activated receptor activator is administered 
concomitantly with the at lefeist one sterol absorption inhibitor. ? 
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40. (Original) A therapeutic combination according to claim 37, wherein the 
at least one peroxisome proliferator-activated receptor activator and the at least one 
sterol absorption inhibitor are present in separate treatment compositions. 

41 . (Withdrawn) A method of treating or preventing a vascular condition, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising 
the step of administering to a mammal in need of such treatment an effective amount 
of the therapeutic combination of claim 37. 

42. (Original) A composition comprising: 

(a) at least one fibric acid derivative; and 

(b) a compound represented by Formula (II) below: 




or pharmaceutically acceptable salt or solvate thereof, or prodrug of the compound 
of Formula (II) or of the salt or solvate thereof. 

43. (Original) The composition according to claim 42, wherein the fibric 
acid derivative is fenofibrate, 

44. (Withdrawn) The composition according to claim 42, wherein the fibric 
acid derivative is gemfibrozil. 
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45. (Withdrawn) The composition according to claim 42, further comprising 
at least one HMG CoA reductase inhibitor. 

46. (Withdrawn) The composition according to claim 45, wherein the at 
least one HMG CoA reductase inhibitor is simvastatin- 

47. (Currently Amended) A pharmaceutical composition for the treatment 
o r pr e v e ntion of a vascular condition, diabetes, obesity or lowering a concentration of 
a sterol in plasma of a mammal, comprising a therapeutically effective amount of the 
composition of claim 42 and a pharmaceutical^ acceptable carrier. 

48. (Original) A therapeutic combination comprising: 

(a) a first amount of at least one fibric acid derivative; and 

(b) a second amount of a compound represented by Formula (II) below: 




or pharmaceutical^ acceptable salt or solvate thereof, or prodrug of the compound 
of Formula (11) or of the salt or solvate thereof, 

wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 

49. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment: 
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(a) an effective amount of at least one fibric acid derivative; and 



(b) an effective amount of a compound represented by Formula (II) below: 




(I") 



or pharmaceutical^ acceptable salt or solvate thereof, or prodrug of the compound 
of Formula (II) or of the salt and solvate thereof. 

50. (Withdrawn) The method of clafm 49, wherein the fibric acid derivative 
is selected from the group consisting of gemfibrozil, fenofibrate and mixtures thereof. 

51 . (Withdrawn) The method of claim 49, further comprising the step of 
administering to a mammal in need of such treatment an effective amount of an 
HMG CoA reductase inhibitor. 

52. (Withdrawn) The method of claim 51 , wherein the HMG CoA reductase 
inhibitor is simvastatin. 

53. (Withdrawn) A composition comprising: 

(a) at least one peroxisome proliferator-activated receptor activator; and 

(b) at least one sterol absorption inhibitor represented by Formula (III): 



Ar'-A-YTT-C-; 
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(I") 

or isomers thereof , or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (111) or of the isomers thereof, or prodrugs of the compounds 
of Formula (III) or of the isomers, salts or solvates thereof , wherein, in Formula (III) 
above; 

Ar 1 is R 3 -substituted aryl; 
Ar is R -substituted aryl; 

3 5 

Ar is R -substituted aryl; 

Y and Z are independently selected from the group consisting of -CH Z -, 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

A is selected from -O, -S-, -S(O)- or -S(0) 2 -; 

R 1 is selected from the group consisting of -OR 6 , -0(CO)R 6 , -0(CO)OR 9 and 

6 7 2 

-0(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkyl and 
aryl; or R 1 and R 2 together are =0; , 

qis-1,2or3; 

pisO, 1,2, 3 or 4; 

5 

R is 1-3 substttuents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OtCHy^OR 9 , -0(CO)NR 6 R 7 , -NfiV, -NR 6 (CO)R 7 , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 -Iower alkyl, -NR 6 S0 2 -aryl f -CONR B R 7 , - 
COR 6 , -S0 2 NR 6 R 7 f StO^-alkyl, S(O) 02 - aryl, -O(CH 2 ) 1-10 -COOR 6 , <KCHJ U 
10 CONR 6 R 7 , o-halogeno, m-halogeno, o-lower alkyl, m-lower alkyl, -(lower alkylene)- 
COOR 6 , and 
-CH=CH-COOR*; 

R 3 and R 4 are Independently 1-3 substttuents independently selected from the 
group consisting of R 5 , hydrogen, p-lower alkyl, aryl, -NO a , -CF 3 and p-halogeno; 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

R is lower alkyl, aryl or aryl-substituted lower alkyl. 
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54. (Withdrawn) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration of a 
sterol in plasma of a mammal, comprising a therapeutically effective amount of the 
composition of claim 53 and a pharmaceutical acceptable carrier. 



55. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment: 

(a) an effective amount of at least one peroxisome proliferator-activated 
receptor activator; and 

(b) an effective amount of at least one sterol absorption inhibitor 
represented by Formula (III): 



R 1 

Ar'-A-Y^-C-Zpv Ar 3 

A 2 pf 



(Hi) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (HI) or of the isomers thereof, or prodrugs of the compounds 
of Formula (HI) or of the isomers, salts or solvates thereof , wherein, in Formula (III) 
above: 

1 3 

Ar is R -substituted aryl; 
Ar 2 is R 4 -substituted aryl; 

3 5 

Ar is R -substituted aryl; 

Y and Z are independently selected from the group consisting of -CH 2 -, 
-CHflower alky!)- and -C(dilower alkyl)-; 

A is selected from -O, -S-, -S(O)- or -S(0) 2 -; 

R 1 is selected from the group consisting of -OR 8 , -0(CO)R 6 , -0(CO)OR & and 
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-Q(C0)NR 6 R 7 ; R 2 is selected from the group consisting of hydrogen, lower alkyl and 

aryl; or R 1 and R 2 together are =0; 
q is 1 , 2 or 3; 
p is 0, 1,2, 3 or 4; 

R 5 is 1-3 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OtCH^OR 9 , -0(CO)NR 6 R 7 , -NrV, -NR 6 (CO)R 7 , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR S S0 2 -lower alkyl, -NR*S0 2 ~aryI a -CONR 6 R 7 , - 
COR $ , -S0 2 NR 6 R 7 , SCOWalkyl, S(O) 0 . 2 -aryl, -O(CH 2 ) 1 _ 10 -COOR $ , -0(0^),. 
10 CONR 6 R 7 , o-halogeno, m-halogeno, o-lower alkyl, m-lower alkyl, -(lower alkylene)- 
COOR 6 T and 
-CH=CH-COOR e ; 

R 3 and R 4 are independently 1-3 substituents independently selected from the 
group consisting of R 5 , hydrogen, p-iower alkyl, aryl, -N0 2 , -CF 3 and p-halogeno; 

R 6 , R 7 and R 8 are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alky!; and 
R 9 is lower alkyl, aryl or aryl-substituted lower alkyl. 

56. (Withdrawn) A therapeutic combination comprising: 

(a) a first amount of at least one peroxisome proliferator-activated receptor 
activator; and 

/ 

(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (HI); 



R 

Ar^A-Y^C-Zpv Ar 3 
R 2 



(III) 
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or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (111) or of the isomers thereof, or prodrugs of the compounds 
of Formula (III) or of the isomers, salts or solvates thereof , wherein, in Formula (111) 
above; 

Ar 1 is R 3 -substituted aryl; 
Ar 2 is R 4 -substituted aryl; 
Ar 3 is R 5 -substituted aryl; 

Y and Z are independently selected from the group consisting of -CH 2 -, 
-CHflower alky!)- and -C(dilower alkyl)-; 

A is selected from -O-, -S-, -S(0)- or -S(0) 2 -; 

R 1 is selected from the group consisting of -OR 6 , -0(CO)R 6 . -0(CO)OR 9 and 
-0(CO)NR*R 7 ; R 2 is selected from the group consisting of hydrogen, lower alkyl and 
aryl; or R 1 and R 2 together are =0; 

q is 1 , 2 or 3; 

p is 0, 1 , 2, 3 or 4; 

R 6 is 1-3 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R*, -0(CO)OR 9 , -0(CH^OR 9 , -0(CO)NR 6 R 7 , -NrV, -NR 6 (CO)R 7 , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 9 , -NR 6 S0 2 -lower alkyl, -NR 6 S0 2 -aryl, -CONrV, 
-COR*, -S0 2 NR 6 R 7 , S(O) 0 _ 2 -alkyl, StO^-aryl, ^O(CH 2 ) M0 -COOR 6 , -0(CH 2 ) 1w 

8 7 

10 CONR R , o-halogeno, m-halogeno, o-lower alkyl, m-lower alkyl, 
-(lower alkylene)-COOR 6 , and -CH^H-COOR 6 ; 

R 3 and R 4 are independently 1-3 substituents independently selected from the 
group consisting of R 5 , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF 3 and 
p-halogeno; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

R 9 is lower alkyl, aryl or aryl-substituted lower alkyl, 
wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 
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57. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment an 
effective amount of the therapeutic combination of claim 56. 

58. (Withdrawn) A composition comprising: 

(a) at least one peroxisome proliferator-activated receptor activator; and 

(b) at least one sterol absorption inhibitor represented by Formula (IV): 

Nf2-A 

Ar 1 -R 1 ~Cl £J> 



-N 



"Ar 2 



(IV) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (IV) or of the isomers thereof, or prodrugs of the compounds 
of Formula (IV) or of the isomers, salts or solvates thereof , wherein, in Formula (IV) 
above; 

2 2. 

A is selected from the group consisting of R -substituted heterocycloaikyl, R - 

2 2 

substituted heteroaryl, R -substituted benzofused heterocycloaikyl, and R - 
substituted benzofused heteroaryl; 

Ar n is aryl or R 3 -substituted aryl; 

Ar 2 is aryl or R%ubstltuted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

(R \tT v 

spiro group ^ /b ; and 

R 1 is selected from the group consisting of; 

-(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1; 

-(CH 2 ) e -Q-(CH 2 ) ri wherein G is -O-, -C(O)-, phenylene, -NR 8 - or 
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-8(0)0.2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C 2 -C 6 alkenylene)-; and 

~(CH 2 ) f -V-(CH 2 ) g -, wherein V is C 3 -C 6 cycloalkylene, f is 1 -5 and g is 0~ 
5, provided that the sum of f and g is 1-6; 

5 

R is selected from: 
-CH-, -C^-Cs alkyl)-, -CF-, -C(OH)~, -CfCeH^R 9 )-, or- + NO' ; 

6 7 

R and R are independently selected from the group consisting of 
-CH 2 -, -CH(C r C 6 alkyl)-, -C(di-(C 1 -C 6 ) alkyl), -CH=CH- and 

5 0 5 

-C(C^C Q alkyl)~CH-; or R together with an adjacent R , or R together with an 
adjacent R 7 , form a -CH=CH- or a -CH=C(C r C 6 alkyl)- group; 

a and b are independently 0, 1 , 2 or 3, provided both are not zero; provided 
that when R* is -CH=CH- or -C(C 1 -C a a!kyl)=CH-, a is 1 ; provided that when R 7 is 
-CH-CH- or -C(C r C 6 alkyl)-CH-, b is 1 ; provided that when a is 2 or 3, the R% can 

7 

be the same or different; and provided that when b is 2 or 3, the R 's can be the 
same or different; 

and when Q is a bond, R 1 also can be selected from: 
R to R'2 Rio ptio 

^-Y d -C-Z h - f -X m -(C)^Y n -(C) r Z p -' or ^X r (C) v -Y k -S(0)o- 2 -; 
R 11 R 13 rH R 11 

where M is -O-, -S(O)- or-S(0) 2 -; 

X, Y and Z are independently selected from the group consisting of 
-CH 2 - , -CH(C r C 6 alkyl)- and "C(di-(C r C B ) alkyl); 

R 10 and R 12 are independently selected from the group consisting of 
-OR 14 , -0(CO)R 14 , -0(CO)OR 16 and -0(CO)NR 14 R 15 ; 

11 13 

R and R are independently selected from the group consisting of 
hydrogen, (C^C^alkyl and aryl; or R 10 and R 11 together are =0, or R 12 and R 13 
together are =0; 

d is 1, 2 or 3; 

his 0, 1 a 2,3or4; 



20 

PAGE 25/124 * RCVD AT 7/1/2004 2:44:15 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF.1/4 ^ DNfS:8729306 ^ CSID.908 298 5405 * DURATION (mm-ss):34-54 



07/01/04 14:55 FAX 908 298 5405 



SCHERING-PLOUGH 121026 



«cn.-.^*1.J-^-- n ^ l ^ lhl il - , pI .o™.. h 1. 
isOandtis1.thesumofm.sandn.sl 5, an v 

the sum of m, t and n is 1-5; 

;i° rJ; ^ « p»— «« - - - * - <"* 

R * te 1-3 subsmuen* on the ring carbon e,ems selected *«. <he group 
oonsI;o fh va roge n,(C^,^M.(C 2 -0,„)aW.(C 2 -C,^^ 

^'-substituted benzylox,, R%ubs.i.u,ed aryloxy, halogeno, -NR H , 
NrW.-C, «enaV, NR"r"c<OXC,-C. aWene)..-NHC<0>R . 

substituent on a heterooyc.oalM nng. R* is as defined, or is =0 or o ; 

R 2 . substituent on a substftutabie ring nitrogen, it is hydrogen, 
and, where R .s a substrtuent on a ary lcarbonyl, hydroxy, 

(C 1 -C 6 )alkyi,ary.,(C 1 -C 6 )aikoxy,arytoxy,(C 1 -C 6 )alkylcarbony. ry 

-(CHJ^sCONR^R 19 , 

t5, - R 'X> 



-(CH2)o-4 
18 



wherein J Is -O-. -NH-, -NR - or -CH 2 -; 
rf ana R* are independent selected trom the 
stents independent selected from the group — 
.OB". -0(CO)r", -0(CO)OR". -0(CH 2 ,,.OR" -O(C0,NR R . -NR R . 
l-icoU-^ORVNR^NR^-NR-SOaR ,-COOR , 

.CONR V. -COR" -SOaNRV 6 . ^ C H2> " , °" C r R "' -OP CN - 

.O ( CH 2 ),., 0 CONR"R-,-(C^.alKV.ene,-OOOR",-CH,CH-OOOR . -CF 3 , -CN, 

NO, and halogen; 14 „__i4. 

rf ,s hydrogen. (C,-C 0 )alW. -X (C.-C^M. -CCTR or-COOR , 
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. « ■ Hanenden«y 1 -3 groups W-* — ,rom *" 
R . andB ■•■*«-**■ -COOH.NO, 
group consisting at hydrogen, (C,-c 8 )alky>. Pr 

. NB V 5 ,OHandhalogeno ; ted from the group consisting of 

r- and R' 5 are independently selectee from WOP 

nydrogen, ( «^JU* -»■ - •*«*— " <C ' C - )a ' ky '' 
R-isCWM.eryiorR-subsmuteda^ 

r" is hydrogen or (C,-CJalky«i and 

r' 9 is hydrogen, hydroxy or (C.-C^amoxy. 

59 ^drawnJApharmaca — " 

„• obesity or lowering a concentration of a 

rr^rrri^- — 

oo.posidono.c^asandaphan.aoe^lyacceptahtecarner. 

aabetes, obesi,y or lowedng a --"^^ ^ 0. such treatment: 
oomprising .he step o, adminisfering .0 a mammal 

, of at leas, one peroxisome proliterator-actwated 
(a) an effective amount of at least on v 

receptor acMvaton and 

M an effedve amoun. o, a, least one sferol absorb inf«or 



represented by Formula (IV) 



R] 9 
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or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (IV) or of the isomers thereof, or prodrugs of the compounds 
of Formula (IV) or of the isomers, salts or solvates thereof, wherein, in Formula (!V) 
above: 

2 2 

A is selected from the group consisting of R -substituted heterocycloalkyl, R - 
substituted heteroaryl, R 2 -substituted benzofused heterocycloalkyl, and R 2 ~ 
substituted benzofused heteroaryl; 

Ar 1 is aryl or R 3 -substituted aryl; 

2 4 

Ar is aryl or R -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

"R|— (R 6 )a 

spiro group ^ R ^ ; and 

R 1 is selected from the group consisting of: 

-(CH 2 ) q - t wherein q is 2-6, provided that when Q forms a spiro ring, q 
, can also be zero or 1 ; 

-(CH^ e -G-(CH 2 ) r -, wherein G is -O, -C(O)-, phenylene, -NR 8 - or 
-StO)^-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C 2 -C 6 alkenylene)-; and 

-(CH 2 ) r V-(CH 2 ) g ~, wherein V is C 3 -C 6 cycloalkylene, f is 1-5 and g is 0- 
5, provided that the sum of f and g is 1 -6; 
R 5 is selected from: 

1 ' 1 I ■ I J 

-CH-, -0(0,-06 a,k ylH -CF-. -C(OH)-> -C(C 6 H 4 -R 9 )-,-N-, or- + NO~ ; 

R and R are independently selected from the group consisting of 
-CH 2 -, -CH(CVC 6 alkyO-. ^(dUC^CJ alkyl), -CH=CH- and 

5 6 5 

-0(0,-0,3 alkyl)=CH-; orR together with an adjacent R f or R together with an 

adjacent R 7 , form a -CH=CH- or a -CH-C((VC 6 alkyl)- group; 

a and b are independently 0, 1 , 2 or 3, provided both are not zero; provided 
that when R 6 is -CH=CH- or -C(C r C 6 alkyl)^CH-, a is 1 ; provided that when R 7 is 
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-CH=CH- or -C(C r C 6 aikyl)=CH-, b is 1 ; provided that when a is 2 or 3, the R *s can 

be the same or different; and provided that when b is 2 or 3, the R 7, s can be the 
same or different; 

and when Q is a bond, R 1 also can be selected from: 




where M is -O-, -S-, -S(O)- or -S(0) 2 s 

X, Y and Z are independently selected from the group consisting of 
-CH r> -CH(C r C 6 alky!)- and -C(di-(C 1 -C a ) alkyl); 

R 10 and R 12 are independently selected from the group consisting of 
-OR 14 , -0(CO)R 14 , -0(CO)OR 16 and -0(CQ)NR 1 V 5 ; 

11 13 

R and R are independently selected from the group consisting of 
hydrogen, (CVC^alkyl and aryl; or R 10 and R 11 together are =0, or R 12 and R 13 
together are =0; 

d is 1 , 2 or 3; 

h is 0, 1,2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; provided that at . 
least one of s and t is 1 f and the sum of m, n, p, s and t is 1 -6; provided that when p 
is 0 and t is 1 , the sum of m, s and n is 1 -5; and provided that when p is 0 and s is 1 , 
the sum of m, t and n is 1 -5; 

visOorl; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 
R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (CVC 10 )aIkyl, (C 2 -C 10 )alkenyl, (C 2 -C 10 )alkynyl, 

(Cg-C^cycloalkyl, (Cg-CeJcycloalkenyl, R 17 -substituted ary! f R 17 ~substituted benzyl, 
R 17 -substituted benzyloxy, R 17 -substituted aryloxy, halogeno, -NR U R 15 , 
NR 14 R 1S (C r C 6 alkylene)-, NR 14 R 15 C(0)(C r C 6 alkyIene)- r NHC(0)R 16 , 
OH, C n -C 6 alkoxy, -OC(0)R 16 , -COR 14 , hydroxy^-C^alkyl. (C^C^alkoxyfC,- 

16 14 IS 14 2 

C a )alkyl, N0 2 , -S(O) 0 . 2 R , -S0 2 NR R and -{C^-Ce alkylene)COOR ; when R is a 
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z L , (CH2)l - 2 

substituent on a heterocycloalkyl ring, R is as defined, or is =0 or o' ; 
and, where R 2 is a substituent on a substitutable ring nitrogen, it is hydrogen, 
(C^C^alkyl, aryl, (C^C^aikoxy, aryloxy, (C r C e )alkyIcarbonyl, arylcarbonyl, hydroxy, 

-(CH^CONrV 8 , 



O 



jj or 

18 



wherein J is -O, -NH-, -NR - or -CH r ; 

R 3 and R* are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^C^alkyl, 

-OR 14 , -0(CO)R U , -0(CO)OR 1B , -OtCH^OR 1 *, -0(CO)NR U R 15 , -NR 1 V 5 , 
-NR 14 (CO)R 15 , -NR U (CO)OR 16 , -NR^COjNR^R 19 , -NR 14 S02R 1 ®, -COOR 14 , 
-CONR 14 R 15 , -COR U , -S02NR 14 R 15 , S(O) 0 . 2 R 16 , -O(CH 2 ) M0 -COOR 14 , 
-OCCH^^^CONR'V 5 , -(C r C 6 alky!ene)-COOR 14 , -CH=CH-COOR U , -GF 3 , -CN, - 
N0 2 and halogen; 

R 8 is hydrogen, (CVC e )alkyl, aryl (C r C 6 )alkyl, -C(0)R 14 or -COOR U ; 

R 9 and R 17 are independently 1-3 groups independently selected from the 
group consisting of hydrogen, (C^C^alkyl, (C^C^alkoxy, -COOH, NO s , 

-NR M R 15 f OH and halogeno; 

R 14 and R 15 are independently selected from the group consisting of 
hydrogen, (C^C^alkyl, aryl and aryl-substituted (C r C 6 )alkyl; 

R is (C r C 6 )alkyI, aryl or R -substituted aryl; 

J8. 



R is hydrogen or (C r Cg)alkyl; and 



R 19 Is hydrogen, hydroxy or (C^CgJalkoxy. 



61 . (Withdrawn) A therapeutic combination comprising: 

(a) a first amount of at least one peroxisome proliferator-activated receptor 
activator; and 
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(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (!V): 



R 19 



Ar 1 -RVQ. \U> 



E 31/124 



(IV) 

or isomers thereof, or pharmaceutical acceptable salts or solvates of the 
compounds of Formula (IV) or of the isomers thereof, or prodrugs of the compounds 
of Formula (IV) or of the isomers, salts or solvates thereof , wherein, in Formula (IV) 
above: 

A is selected from the group consisting of R 2 -substituted heterocycloalkyl, R 2 - 
substituted heteroaryl, R 2 -substrtuted benzofused heterocycloalkyl, and R z - 
substituted benzofused heteroaryl; 

Ar is aryl or R -substituted aryl; 
Ar 2 is aryl or R 4 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

"Rf-(R 6 )a 

spiro group v ' b ; and 

R 1 is selected from the group consisting of: 

-(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; . 

-(CH2) e -G~(CH 2 ) r -> wherein G is -O, -C(O)-, phenylene, -NR 8 - or 
-5(0)^2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(G 2 -C 6 alkenylene)-; and 

-(CH 2 ) r V-(CH2) 9 - f wherein V is C 3 -C B cycloalkylene, f is 1-5 and g is 0- 

5, provided that the sum of f and g is 1-6; 

R is selected from: 

»l ii t I l 

-CH-, "C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 9 )-, -N-, or --NCT ; 
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rf and R 7 are - — ™ " 

-CCC^alM^CH-; or R together with an adjacent R , or R 

rn-CH- or a -CH=C(C 1 -C 6 alkyl)- group] 
adjacent R , form a -CH-CH or a provided bo th are not zero; provided 

that when R is -CH=CH- or -C( Cl -C (3 alkyl) ^ 6 
^ rrr C alkyl)=CH-, b is V, provided that when a is 2 or 3, the R 
_CH=CH- or -C(C n -C 6 alkyl) u 

rtr Afferent- and provided that when b is 2 or 3, tne « s 
be the same or different, anu h 



same or different; 



or amereiu, 

« • r 1 also can be selected from: 

and when Q is a bond, R aiso can 

R « R io R 10 
^ * O -Y -(C) t -Zp- or -X r (C) v -Y k -S(0)o. 2 -; 

r1 1 R 13 R 11 

/«" OfCO^R 14 -0(CO)OR 16 and -0(CO)NR .R ; 



together are =0; 

d is 1,2 or 3; 



n is 0, 1 , 2, 3 or A; independently 0-4; provided that at 

s is 0 or 1 ; t .s 0 on 1 , m. n and p are h ^ ^ when p 

ioastoneofsandtisl.andthesum^ 

is o and t is 1, the sum of m, s and n is 1 5, ana p 

the sum of m, t and n is 1-5; 

hare l ndepeUn«.y 1-5, ,»*»» «- « — * W K - " ™ 
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(C 3 -C e )cyc!oaIkyI, (C3-C 6 )cyc!6aikenyl, R 1? -substituted aryl, R 1 ^substituted benzyl, 
R l7 -substituted benzyloxy, R 1 ^-substituted aryioxy, halogeno, -NR 14 R 15 , NR U R 15 (C r 
C 6 alkytene)-, NR'^^C^^-Cealkylene^.-NHC^R 16 , OH, C r C 6 aikoxy, - 
OC(0)R 16 , 

-COR 14 , hydroxyCC^C^alkyl^C^-C^alkoxyCC^C^alkyl, N0 2 , -S(O) 02 R 16 , - 
S0 2 NR U R 15 and -(C r C a alkylene)COOR 14 ; when R 2 is a substituent on a 

heterocycloalkyl ring, R 2 is ajs defined, or is =0 or ^o' ; and, where R is a 

substituent on a substitutable ring nitrogen, it is hydrogen, (C r C Q )alkyl, aryl, (C r 

C 6 )alkoxy, aryloxy, (C^C^alkylcarbonyl, arylcarbonyl, hydroxy, -(CH^CONR R , 

o 



>6 



or 



(CH2)d-4 

wherein J is O-, -NH-, -NR 18 - or -CH 2 >-; 

_3 . 4 



x> 



R andR are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^-C B )alkyI, 

-OR 14 , -0(CO)R 14 , -0(CO)OR 16 , ^(CH^.gOR 14 , -0(CO)NR U R 15 f -NR 14 R 15 , 
-NR 14 (CO)R 15 , -NR 14 (CO)OR 16 , -NR 14 (CO)NR 15 R 19 , -NR 14 S0 2 R 16 > -COOR 14 , 
-CONR 1 V 5 , -COR 14 , -SQ2NR 1 V 5 , S(O) 0 _ 2 R 16 , -©(CH^o-COOR 14 , 
-O(CH 2 ) M0 CONR 1 V 5 , -(Q 1 -C 6 alkylene)-COOR U I -CH=CH-COOR 14 , -CF 3 , -CN, - 
N0 2 and halogen; 

R* is hydrogen, (C^C 6 )alkyl, aryl (C r C 6 )alkyl, -C(0)R 14 or -COOR 14 ; 

R 9 and R 17 are independently 1-3 groups independently selected from the 
group consisting of hydrqgen, (Cj-C^alkyl, (C r Ce)alkoxy, -COOH, N0 2> 

-NR 14 R i5 , OH and halogeno; 

R 14 and R 15 are independently selected from the group consisting of 
hydrogen, (C r C 6 )alkyl, aryl and aryl-substrtuted (C^C^alkyl; N 



R 1S is (C^C^alkyl, aryl or R 1 '-substituted aryl; 
R 1S is hydrogen or (C^C^alkyl; and 

28 



17 



07/01/04 14:57 FAX 908 29S 5405 



SCHERING-PLOUGH 



©034 



R 19 is hydrogen, hydroxy or (C r C e )alkoxy, 
wherein the first amount and the second amount together comprise a therapeutically 

i 

effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 



62. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering; a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment an 
effective amount of the therapeutic combination of claim 60. 

63. (Withdrawn) a' composition comprising: 

> 

(a) at least one peroxisome proliferator-activated receptor activator; and 

(b) at least one sterol absorption inhibitor represented by Formula (V): 



R 
i 



Ar* 



(V) 



or isomers thereof, or phsirmaceutically acceptable salts or solvates of the 
compounds of Formula (V) or of the isomers thereof, or prodrugs of the compounds 
of Formula (V) or of the isomers, salts or solvates thereof , wherein, in Formula (V) 
above: 

Ar 1 is aryl, R 10 -substituted aryl or heteroaryl; 

2 4 

Ar is aryl or R -substituted aryl; 
Ar 3 is aryl or R 5 -st!jbstituted aryl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
-CH(lower alky!)- and -Cj(dilower aikyi)-; 

R is -OR 6 , 0(Cd)R e , -0(CO)OR* or -0(CO)NR 6 R 7 ; R 1 is hydrogen, lower 
alkyl or aryl; or R and F? 1 together are =0; 
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qisOorl; 
r is 0, 1 or 2; 

m and n are independently o, 1, 2, 3, 4 or 5; provided that the sum of m, n 
and q is 1, 2, 3, 4 or 5; 

R* is 1-5 substituents independently selected from the group consisting of 



lower alkyl, -OR 6 , -0(CO)R 6 , 



-O(CO)0R 9 , -OtChy^OR*, -0(CO)NR 6 R 7 > 



nr 6 r 7 , -nr b (CO)r 7 , -nr 6 (co)Or 9 , -nr 6 (CO)nr 7 r 8 , -nr 6 so 2 r 9 . -coor 6 , 



-CONR*R 7 , -COR°, ^S0 2 NR!R', SIOJ^R' -O(CH 2 ) >10 -COOR^, 
0(CH 2 ) 1 . 10 CONR 6 R 7 , -('owejr alkylene)COOR 6 and -CH=CH-COOR 6 ; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , 0(CO)OfK -0(CH,>) V5 OR e t -0(CO)NR 6 R 7 , -NR 6 R 7 , -NR 6 (CO)R 7 , 
~NR 6 (CO)OR* f -NR B (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONrV, -COR 6 , - 
S0 2 NR G R 7 , S(0) M R 9 ; -O(c'H 2 ) vl0 -COOR e . ^(CH^^^CONrV. -CF 3> -CN, -N0 2 , 
halogen, 

-(lower alky!ene)COOR 6 and -CH^CH-COOR 6 ; 

R 6 , R 7 and R 9 are independently selected from the group consisting of 
hydrogen, lower alkyl, arylland aryl-substituted lower alkyl; 

R is lower alkyl, ar^l or aryl-substituted lower alkyl; and 
R 10 is 1-5 substrtuelits independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH£ VS GR 6 , -0(CO)NR S R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , 
-CONR 6 R ? , -COR 6 . -S0 2 ljlRV, -S(0)^R 9 , -©(CH^-COOR 6 , 
-O{CH 2 ) M0 C0NR e R 7 , -CF 3 , -CN, -N0 2 and halogen. 



64. (Withdraw 
prevention of a vascular 
sterol in plasma of a 
composition of claim 63 



A pharmaceutical composition for the treatment or 
condition, diabetes, obesity or lowering a concentration of a 
mammal, comprising a therapeutically effective amount of the 
and a pharmaceutical^ acceptable earner. 



30 



PAGE 35/124 * RCW) AT 7/1/2004 2:44: 



* SVR:USPT0.EFXRF-1/4 * DNIS:8729306 * CSID:908 298 5405 * DURATION (mm^s):34-54 



©046 



65. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment: 

(a) an effective amount of at least one peroxisome proliferator-activated 
receptor activator; anc 

(b) an effective amount of at least one sterol absorption inhibitor 
represented by Formula (V); 



P 



A? 



(V) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (V)j or of the isomers thereof, or prodrugs of the compounds 
of Formula (V) or of the isomers, salts or solvates thereof, wherein, in Formula (V) 
above: 

Ar 1 is aryl, R 1 °-substituted aryl or heteroaryl; 

2 4 I 

Ar is aryl or R -substituted aryl; 

3 si 

Ar is aryl or R -substituted aryl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
-CH{lower alkyl)- and -C(jiilower alkyl)-; 

R is -OR 8 , -0(CO)|* S , -0(CO)OR 9 or -0(CO)NR 6 R 7 ; R 1 is hydrogen. lower 
alkyl or aryl; orRandR together are -O; 

q is 0 or 1; 

risO, 1 or 2; 

m and n are independently 0, 1, 2, 3, 4 or 5; provided that the sum of m, n 
and q is 1, 2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -O(C0)0R 9 , -0(CH 2 )^OR 6 , -0(CO)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -ilR 5 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S02R*, -COOR*, 
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.conrV.-cor 6 ,-so 2 nrV,sco)^ 9 .o ( ch 2)i , 0 -coor 6 , 6 

r% ,- 5 subsets Lependentlyse^^ 
a - O(CH ) OR 6 -0(CO)NR 6 R 7 ,-NR 6 R 7 ,-NR 6 (CO)R, 

-OR . -0(CO)R , -0(CO)OR [ -0(CH 2 ) >5 un , _ 



-NR 6 (CO)OR 9 .-NR 6 (CO)NR 



■ 7 ! B 6 , -NR 6 S0 2 R 9 , -COOR 6 , -CONRV, -COR 6 , 



-(lower alky!ene)COOR anc 



s o 2 mrV. S ^n\ -oc^conrV, -of, -cn. -no, 

halogen, 



-CH=CH-COOR ; 



r 6 r 7 and R 8 are independently selected from the group cons.st.ng of 
hydrogen, lower alky., ary. and aryl-substituted lower alky.; 



r 9 is lower alkyl, aryl 

R » 1-5 subs.iu.en* independent* selected .rem the group eons,s,,ng of 



or aryl-substituted lower alkyl; and 



lower alkyl, -OR 6 , -0(CO)R , 9 6 

-NR 6 R 7 . * W- -NR 8 icO)OR 9 , -NR 6 (CO)NR 7 R . -NR W . "COOR . 
CONrV. -COR 6 , -S0 2 NRV, -S(O) 0 . 2 R 9 , ^O(CH a ), 10 -COOR , 
-0(CH 2)1 . 10 CONR B R 7 , -CF 3 , -CN, -N0 2 and halogen. 



' -Q(CO)OR 9 , -b(CH 2 )^OR e , -0(CO)NR R , 



66. (Withdrawn) 



(a) a first amount 
activator; and 



A therapeutic combination comprising: 
of at least one| peroxisome proliferator-actWated receptor 



(b) a second amount 
by Formula (V): 



of at leastLne sterol absorption inhibitor represented 



Ar 



Ar 2 



"Ar 3 



(V) 
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above: | 

Ar 1 is aryl, R 1 °-substituted aryl or hete^oaryl; 

Ar 2 is aryt or R 4 -substituted aryl; j 

Ar 3 is aryl or R 5 -substituted aryl; 

X and Y are independent* selected from the group cons.st.ng of -CH 2 . 
-CHCloweralkyl)-and-C(di!oweralkyl)S 

R fe -OR 6 ,-O(CO)R 6 ,-0(CO)0R 9 or-0(CO)NR 6 R 7 ; R is hydrogen, lower 

alkyl or aryl; or R and _R 1 together are =0; j 
qisOorl; 

r is 0, 1 or 2; j orovlded that the sum of m, n 

m and n are independently 0, 1 , 2, 3 ; 4 or 5, prov,a« 

and q is 1 , 2, 3, 4 or 5; 

r* is V5 substituents independently selected from the group cons.st.ng of 

,ower at*,. OR°, ^ ?°T ^ Lrf 

-NrV. -NR W. -NR? (CO)OR 9 , -NR 6 (CO)NR 7 R a , -NR S0 2 R , -COOR , 

-CONrV, -COR 6 . -SO^R 7 , S<P) c . 2 R 9 j -O^^-COOR , ^ 
-O^CONrV.-C^^ i 

r 5 is 1-5 substrtuents independently selected from the group consisbng of 

.ORVOC^^^ 

. N R< ( CO)OR°. -NR 6 (CO)NrW. Wso|r 9 , -COOR , -CONR R , -COR , - 
SO.NRV. S(OWR 9 , -0(CH 2 WCOOR 8 . -O^oCONR R , -CP 3 , -cn. -NO, 

halogen, 6 
.(lower alkylene)COOR 6 and -CH=CH-COOR ; 

r 6 r 7 and R 9 are independently selected from the group cons.st.ng of 
hydrogen, lower alkyl, aryl and aryl-aubstituted lower alkyl; 

r 9 is lower alkyl, aryl or aryl-substituted lower alkyl; and 
r" is 1-5 substrtuents independently selected from the group cor.sist.ng of 
,ower alkyl. -OR 6 . -0(CO)R 6 , -0(CO)OR*. -OCCH^OR 6 , -O(0O)NR R . 
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4« W. W(co,on. -nrUnrV. WfcyT. -coo R °, 
-conrW, W. -so s nr 6 f|\ -s(0)«R a . -O(CH 2 ) M0 -CO0R , 

v ^^Kio e o 7 rr -GN -NO* anid halogen, 
effective amount for the treatment u. w «=v 

tL« or .oaring a ccnc^ o, a *4 * I*— * • «'• 



67. (Withdrawn) A 



Lhod of treatijng or preventing a vascular condition, 
. h , - h ^ or lowering! a concentratioi of a sterol in plasma of a mammal, 

amount of the therapeutic combination of claim 66. 



effective 



68. 
(a) 

(b) 



(Withdrawn) A 



at least one i 



peroxisome prolifLrator-activated receptor activator; and 



composition comprising: 



at least one sterol absorption 



inhibitor represented by Formula (VI): 



!(R 3 )u— I ^ 



R20 



R £1 



(VI) 



or isomers 



thereof or pharmaceutical- acceptable salts or solvates of the 
formula nil) or of the sorters thereof, or prodrugs of the compounds 



above: 

Rl is 

-CH-, -C(lower alkyi)-. -ft F ' 

- N- or -4lO" ; 

R2 and R3 are in 



, -fc(OH)| -tJ(C 6 H 5 )-, -fc(C e H4-Ri5)- 



dependent^} selected from the group consisting of: 

1 34 
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-CH2-. ~CH(lower alkyl)-, -C(di 



ijllower alkyl)-. -CH=CH- and -C(lower alkyl)=CH-; or 
RXe^rw^ad^ntk or * together with an adjacent R3. form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

1 . anri v are Independently 0, 1 , 2 or 3, . 



-CH=CH- or -C(lower alkyl)=QH-, u is 1 ; prov 



ded that when v is 2 or 3, the R2's can 



M «« sam* 0 r dWeren,; anil ^ M «han u » 2 or 3, ft. R3's - bs ma 

same or different; 

R4 is selected from B4CH0mC<Ph wherein m - 0. 1 . 2. 3, 4 or 5, 

B-rcH^n- wherein q is 0, 1 , j 2, 3, 4, 5 or 6; 

0, 1 . 2, 3. 4 or 5 and r is 0. J ! 2, 3, 4 or 5. provided that the sum of e and r . 0, 1 . 2, 

3, 4, 5 or 6; j j 

B-(C2-C6 alkenylene)-; j J 

B-(C4-C6 alkadienylene)-; j « ten 

i ' \ 7 as defined above, and wherein t is 0. 

B~(CH 2 )t-Z-(C2-C6 alkenylene)-, wherein Z is as aennea du 

1 , 2 or 3, provided that the ium of t and the number of carbon atoms in the 

alkenylene chain is 2. 3, 4, 5 or 6, | «--«o Aor sandate0 

B.(CH2)^-(CH 2)g -, wherein V is C3-C6 ^cloalkylene, f . 1 , 2, 3, 4 or 5 and g 0, 

1 , 2. 3, 4 or 5, provided that the sum of f atpd g is 1 , 2, 3, 4, 5 or 6, 

B-(CH2)t-V-(C2-C6 alkenylene)- or 

BW* a.keny.ene)-V-(W. f - d 1 « ^ ^ ^ . ■ 



r.-V-(Cfl: 



or 6; 

B-(CH2)a-Z-(CH2)b-V-(CI 
d are independently 0, 1, 
3, 4, 5 or 6; orT-(CH 2 )s- 
2, 3, 4, 5 or 6; or 



. J 2)d -, wherein 1 and V are as defined above and a, b and 
2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1 . 2, 
wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1 , 



> 1 

R-, and R4 together form the group B-CH=C- ; 
B is selected from 



IW 1 ■ W ■ I - ■ 

„ is — — ,~. W Indanyi, Mnh*****. MM^ - 

W-au^ed v*are,n hetaroar,, la MM tWn <ha W °< 
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thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 




B17 



W is 1 to 3 substituents independently selected from the group consisting of 

alkoxyalkyl, aikoxyalkoxy, 



lower alkyi, hydroxy lower alkyl, lower alkoxy 
alkoxycarbonylalkoxy, (lowefj alkoxyimino)-lower alkyl, lower alkanedioyl, lower alkyl 
lower alkanedioyl, ailyloxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy, 
R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, N02.-N(Re)(R9). N(R8)(R9)-'ower 
alkylene-, N{R8)(Rg)-lower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(O)OR-|0, 
-NHC(O)Ri0, R11O2SNH-, (Rn02S)2N-, -S(0)2NH2, -S(O) 0 -2R8, tert- 
butyldimethyl-silyloxymethy -C(0)R-|2, -COOR19, -CON(R8)(Rg), - 
CH=CHC(0)Ri2, -lower alkylene-C(0)Ri2, Rl0C(O)(lower alkylenyloxy)-, 



' CH2™ N R13 



N(Re)(R9)C(0)(lower alkylenyloxy)- and x — f ~ for substitution on ring 
carbon atoms, 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(0)ORio, 
-C(O)Ri0,OH,N(Rs)(R9) 
S(0)2NH2 and 2-(trimethy 



lower alkylene-,N(R8)(R9Hower alkylenyloxy-, - 
silyl)-ethoxymethyl; 



R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, NO2, -N(R8)(lp9), OH, and halogeno; 
R8 and R9 are indespendently selected from H or lower alkyl; 
R10 is selected from lower alkyl, pl-ienyl, R7-phenyl, benzyl or -R7-benzyl; 
Rl 1 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 
R«12 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 



N(Rs)(R9)* lower alkyl, phenyl or R7-phenyl; 
from -O-, -CH2-, -NH-, -N(lower alkyl)- or -NC(0)Ri9; 



R13 is selected 
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Fh5, Ri6 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R15 is hydrogen and R-|6 and R-|7, together with 
adjacent carbon atoms to which they are attached, form a dioxolany! ring; 

R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 

R20 and R21 are independently selected from the group consisting of phenyl, 
W-substituted phenyl. naphthU, W-substituted. naphthyl, indanyl, indenyl, 
tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 
heteroaryl, W-substituted berjzofused heteroaryl and cyclopropyl, wherein heteroaryl 
is as defined above. 

69. (Withdrawn) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration of a 
sterol in plasma of a mammal, comprising a therapeutically effective amount of the 
composition of claim 68 and a pharmaceutical^ acceptable carrier. 



70. (Withdrawn) Al method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of adm nistering to a mammal in need of such treatment: 

(a) an effective anount of at least one peroxisome proliferator-activated 
receptor activator; and 

(b) an effective amount of at least one sterol absorption inhibitor 
represented by Formula (VI): 



I 

(R 3 )u- 



B20 



O R 21 



(VI) 
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or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (VI) or of the isomers thereof, or prodrugs of the compounds 
of Formula (VI) or of the isomers, salts or solvates thereof, wherein in Formula (VI) 
above; 

R1 is 

-CH-, -C(Iower alkyl)-, -tjF-, h(OH)~, -b(C f 



H 5 )- f -b(C 6 H 4 -R 15 )-, 



-N- or -*NO ; 
i 

R2 and R3 are independently selected from the group consisting of: 
-CH2-, -CH(lower alkyl)-, -C(dHower alky!)-, -CH=CH~ and -C(lower alkyl)=CHs or 
R-j together with an adjacent Ffe, or Rt together with an adjacent R3, form a 



-CH=CH- or a -CH=C(lower |lkyl)- group; 
u and v are independently 0, 1, 2 or 



that when R2 is -CH=CH- or 



3, provided both are not zero; provided 
j-C(lower alkylh-CH-, v is 1 ; provided that when R3 is 



-CH=CH- or -C(lower alkyl)=GH-, u is 1 ; provided that when v is 2 or 3, the R^s can 
be the same or different; and provided tfu.t when u is 2 or 3, the R^s can be the 



same or different; 

R4 is selected from Blj 
B-(CH2)q-, wherein q is 0, 1 



B-(CH2)e-Z'(CH2)r, wherein Z is -O-, -C(D)-, phenylene, -N(Rs)- or-S(0)o-2-, e is 



MCH2)mC(0) 
j 2, 3, 4, 5 or<>; 



,2, 3, 4 or 5, 



wherein m is 0, 1 , 2, 3, 4 or 5; 



provided that the sum of e and r is 0, 1 , 2, 



0, 1 , 2, 3, 4 or 5 and r is 0, 1 , 
3 f 4, 5 or 6; 

B-(C2-Ce alkenylene)-; 
B-(C4-C6 alkadienylene)-; 
B-(CH2)t-Z-(C2-C6 alkenylene)-, wherein! Z is as defined above, and wherein t is 0, 



cycloalkylene, f is 1 , 2, 3, 4 or 5 and g is 0, 
and g is 1 , 2, 3, 4, 5 or 6; 



1 , 2 or 3, provided that the sum of t and tpe number of carbon atoms in the 
alkenylene chain is 2, 3, 4, Ik or 6; 
B-(CH2)f-V~(CH2)g-, wherin V is C3-Ca 
1 , 2, 3, 4 or 5, provided that the sum of f 

B-(CH2)t-V-(C2-C6 alkenyljene)- or 

!j 

B-(C2-C6 aIkenylene)-V-(CjH2)t-, wherein V and t are as defined above, provided 
that the sum of t and the njkmber of carbon atoms in the alkenylene chain is 2, 3, 4, 5 

or 6; jj 
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B-(CH2)a- z -(CH2)b- v -(CH2)d wherQin z v are as defined above and a, b and 
d are independently 0, 1 , 2, 3, 4> 5 or 6, provided that the sum of a, b and d is 0, 1 , 2, 
3, 4, 5 or 6; or T-(CH2)s-> wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1 , 
2, 3, 4. 5 or 6; or 

R1 and FU together fonn the group B-CH=C- 

B is selected from Indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl,|pyrazinyi, triazinyl, imidazolyl, thiazotyl, pyrazolyl, 
thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 



6 




7 



R16 
R17 

W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl> lower alkanedioyl, lower alkyl 
lower alkanedioyl, allyloxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy. 



R7-benzyloxy, phenoxy, R7 



phenoxy, dioxolanyl, N02rN(R8)(R9)> N(fl8)(Rg)-lower 



alkylene-, N(R8)(R9Hower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(O)ORi0, 



-NHC(O)Ri0, R11O2SNH-, 
butyldimethyl-silyloxymethyl. 



^R110 2 S)2N-, -S(0)2NH2, S(O)0-2R8, tert- 
-C(0)R12. ^OOOR19, -CON(R 8 )(R9), - 



CH=CHC(0)Ri2, -lower alkylene-C(0)Ri2, RioC(0)(lower alkylenyloxy)-, 



N(R8)(Rg)C(0)(lower alkyl^iyloxy)- and 
carbon atoms, 
and the substituents on the 
are selected from the groujj 



for substitution on ring 



substituted heteroaryl ring nitrogen atoms, when present, 
consisting of lower alkyl, lower alkoxy, -C(O)ORi0, 
-C(O)Ri0, OH, N(R8)(R9)-lbwer aikylene-,N(R8)(R9)-lower alkylenyloxy-, - 
S(0)2NH2 and 2-(trimethylsityl)-ethoxymethy); 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, NO2, -N(R8)(R9), OH, and halogeno; 
R8 and R9 are independently selected from H or lower alkyl; 
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N 



R13 



RlO »s selected from lower alkyl, phenyl; R7-phenyt, benzyl or R7~benzyl; 
Rl 1 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or Rybenzyl; 
R12 »s selected from H, OH, alkoxy, phenoxy, benzyloxy, 



, -N(R8)(R9)» lower alkyl, phenyl or R7-phenyl; 

L 



R13 is selected from -O-, -CH2-, -NH-, -N(lower alkyl)- or -NC(0)R-|9; 



R15i Ri6andRi7are 
and the groups defined for W; 



independently selected from the group consisting of H 
or R15 i$ hydrogen and R^e and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 

• * i ' 
R20 and R21 are independently selected from the group consisting of phenyl, 

W-substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 
tetrahydronaphthyl, benzodioxolyl, heteroaryl,! W-substituted heteroaryl, benzofused 
heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 
is as defined above. 

71 . (Withdrawn) A therapeutic combination comprising: 

(a) a first amount of at least one peroxisome proliferator-activated receptor 
activator; and 

(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (VI): 



R* 



! CT R 21 



or isomers thereof, or phampaceutically acceptable salts or solvates of the 



compounds of Formula (VI) 



(VI) 



or of the isomers thereof, or prodrugs of the compounds 



of Formula (VI) or of the isomers, salts or solvates thereof, wherein: 

40. 
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Rl is 

-CH-, -CGoweralkylh -6f~, -&(OH)- -b(C s H 5 j- -b(C e H 4 -R 15 )-, 



-N- or J NO" ; 



R2 and R3 are independently selected from the group consisting of: 



-CH2-, -CH(lower alkylH -C(d 



-lower alkyl)-, -dH==CH- and -C(lower alkyl)=CH-; or 
R1 together with an adjacent Ha. or Ri together with an adjacent R3, form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1 , 2 or 3. provided both are not zero; provided 
that when R2 is -CH=CH- or -Oflower alkyl)=CH-, v is 1 ; provided that when R3 is 
-CH=CH- or -C(lower alkyl)=CH-, u is 1 ; provided that when v is 2 or 3, the R2's can 
be the same or different; and provided that when u is 2 or 3, the Rtfs can be the 

same or different; 

R4 is selected from B-|cH2)mC(0)-, wherein m is 0, 1 , 2, 3, 4 or 5; 

B-(CH2)q-, wherein q is 0, 1. 2, 3, 4, 5 or 6; 

B-(CH2)e-Z-(CH2)r-, wherein Z is -O-, -C(0)-,jphenylene, ~N(Rs)- or-S(0)o-2-. e is 

0. 1 . 2. 3. 4 or 5 and r is 0, 1 , -p, 3, 4 or 5, provided that the sum of e and r is 0. 1 . 2, 
3, 4, 5 or 6; 

B-(C2-C6 alkenylene)-; 
B-(C4-C6 alkadienylene)-; 

B-(CH2)t-Z-(C2-C6 alkenylene)-, wherein Z is|as defined above, and wherein t is 0. 

1 , 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenylene chain is 2, 3, 4, 5 pr 6; 

V is C3-C6 cyclbalkytene, f is 1 . 2, 3, 4 or 5 and g is 0, 

1 , 2, 3, 4 or 5, provided that the sum of f and g is 1 , 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-C6 alkenylere)- or 

B-(C2-C6 alkenylene)-V-(CH^)t-, wherein V ahd t are as defined above, provided 
that the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 
or6; 

B-(CH2)a-Z-(CH2)b-V-(CH2)k-. wherein Z and V are as defined above and a, b and 
d are independently 0, 1 , 2, |, 4. 5 or 6, provided that the sum of a, b and d is 0, 1 , 2, 
3, 4. 5 or 6; or 
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J j 

T-(CH2)s-> wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1 , 2, 3, 4, 5 or 6; 

or : ! 

; ! i 

R1 and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl isj selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazin^l, imidazolyl, thiazolyl, pyrazolyl, 
thienyl, oxazolyl and f uranyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or ! 

? 15 ! 

I 

W is 1 to 3 substituerrts independently selected from the group consisting of 

i ! 

lower alkyl, hydroxy lower alky!, lower alkoxy, ^Ikoxyalkyl, alkoxyalkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedioyl, lower alkyl 
lower alkanedioyl, allyloxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy, 
R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, NO2. -N(R8)(R9)- N(R8)(R9)-lower 
alkylene-. N(Rs)(R9)-lower al^ylenyloxy-, OH, halogeno, -CN, -N3. -NHC(O)ORi0, 
-NHC(O)Ri0, R110 2 SNH-, (R1102S)2N-, -S(<D)2NH 2 , -S(O) 0 -2R8. 
tert-butyldimethyl-siryloxymethyl. -C(0)Ri2. -COOR19, -CON(Rr.)(R9). 
-CH=CHC(0)Ri2, -loweralkylene-C(0)Ri2, RioC(0)(Iower alkylenyloxy)-, 




,; - CH 2 ~ N H, 3 

N(R8)(Rg)C(0)(lower alkylenyloxy)- and j N — ' for substitution on ring 

carbon atoms, j 

i 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 

& i 

are selected from the group consisting of lower alkyl, lower alkoxy, 

-C(0)ORio, -C(0)Rio. OH, N(R8)(R9)-lower alkylene-, 

\ ■ 

N(R8)(Rg)-lower alkylenyloxyii, -S(0) 2 NH 2 ancl 2-(trimethylsilyI)-ethoxymethyl; 

R7 is 1 -3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy. -COOH, NO2, -N(R8)(R9),!OH, and halogeno; 
Rg and Rg are independently selected from H or lower alkyl; 
R-I0 is selected from lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzyl; 
R1 1 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 

42 
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\ 
i 
I 
j 

R12 is selected from H t OH, alkoxy, phenoxy, benzyloxy, 

- N ^13 S 

N — / , -N(R8)(R9), lower alkyl, phenyl or Ry-phenyl; 

R13 is selected from -O, -CH2-. -NH-, 4sl(lower alkyl)- or -NC(0)Ri9; 

R15, R16 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R15 is hydrogen and R16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R-J9 is H, lower alkyl, phenyl or phenyl lower alkyl; and 

R20 and R21 are independently selected from the group consisting of phenyl, 

W-substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 

i , 

tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 
heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 
is as defined above, 

wherein the first amount and the second amount together comprise a therapeutically 

i 

effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol ih plasma of a mammal. 



or preventing a vascular condition, 
a sterol In plasma of a mammal, 



72. (Withdrawn) A method of treating 
diabetes, obesity or lowering a concentration o 
comprising the step of administering to a mamijna) in need of such treatment an 
effective amount of the therapeutic combination of claim 71 . 

i 

73. (Withdrawn) A composition comprising: 

i 

(a) at least one peroxisome proliferator-activated receptor activator; and 

i 
| 

(b) at least one sterol absorption inhibitor represented by Formula (VII): 
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-N 



R4 



(VII) 

or isomers thereof, or pharmaceutical^ accepjable salts or solvates of the 
compounds of Formula (VII) or of the isomers jthereof, or prodrugs of the compounds 
of Formula (VII) or of the isomers, salts or solvates thereof, wherein in Formula (VH): 

A is -CH=CH-, -C^ C- or -(CH2)p- whjerein p is 0, 1 or 2; 

B is - « 




E is Ci o to C20 alkyl Of -C(0)-(C9 to cji g)-alkyl, wherein the alkyl is straight 
or branched, saturated or containing one or rriore double bonds; 

R is hydrogen, C1-C15 alkyl, straight dr branched, saturated or containing one 
or more double bonds, or B-(CH2)r -* wherein r is 0, 1 , 2, or 3; 

R1 , R2, and R3 are independently selected from the group consisting of 
hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, lower 
alkylamino, dilower alkylamino, -NHC(0)OR5, R6O2SNH- and -S(0)2NH 2 ; 

R4is 




•:oR 5 ) n 



wherein n is 0,1, 2 or 3; 

R5 is lower alkyl; and j 
R6 is OH. lower alkyl, phenyl, benzyl or substituted phenyl wherein the substituents 
are 1-3 groups independently selected from the group consisting of lower alkyl, lower 
alkoxy, carboxy, NO2, NH2, OH, halogeno, lower alkylamino and dilower alkylamino. 
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74. (Withdrawn) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration of a 
sterol in plasma of a mammal, comprising a therapeutically effective amount of the 

■i ; 

composition of claim 73 and a pharmaceutical acceptable carrier. 



75. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a manpal in need of such treatment: 

(a) an effective amount of at least one peroxisome proliferator-activated 
receptor activator; and ! 

i 

(b) an effective amount of at least Jne sterol absorption inhibitor 

i 

represented by Formula (VII): ,j 

! 
i 

! 

j 

]B 

R 



R4 



(VII) 

or isomers thereof, or pharmaceutically acceptable salts or solvates of the 
compounds of Formula (VII) or of the isomer thereof, or prodrugs of the compounds 
of Formula (VII) or of the isomers, salts or solvates thereof, wherein in Formula (VII): 

A is -CH=CH-, -CasC- or -(CH2)p- therein p is 0, 1 or 2; 

B is | 

^ i 
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E Is Cio to C20 alkyl or -C(0)-(C9 to c!i9)-alkyl, wherein the alkyl is straight 

or branched, saturated or containing one pr rrifcre double bonds; 

i '| 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 

» i 

or more double bonds, or B-(CH2)r wherein: 

R-l , R2, and R3 are independently i 
hydrogen, lower alkyl, lower alkoxy, carboxy, 
alkylamino, dilower alkylamino, -NHC(0)OR5! 

R4is 



r isO, 1, 2, or 3; 
selected from the group consisting of 

i 

Isl02, NH 2, OH, halogeno, lower 
R6O2SNH- and -S(0)2NH2; 




(OR 5 ) n 



wherein n isO, 1,2 or 3; 

R5 is lower alkyl; and , 

Rq is OH, lower alkyl, phenyl, benjzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently S€ lected from the group consisting of 
lower alkyl, lower alkoxy, carboxy, NO2. 'NHs!, OH, halogeno, lower alkylamino and 

dilower alkylamino; , ; 

i | 

or a pharmaceutical^ acceptable Isaltjthereof or a prodrug thereof. 

i ij 

76. (Withdrawn) A therapeutic Icorribination comprising: 

i 1 

(a) a first amount of at least one peroxisome proliferator-activated receptor . 
activator; and 

i 

(b) a second amount of at least one sterol absorption inhibitor represented by 
Formula (VII): 
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\ B 



-N, 



R4 



(VII) 



acceptable salts or solvates of the 



or isomers thereof, or pharmaceutically 
compounds of Formula (VII) or of the isomers thereof, or prodrugs of the compounds 
of Formula (VII) or of the isomers, salts or solvates thereof, wherein in Formula (VII): 
A is -CH=CH-, -0=0 or -(CH2)p- Wherein p is 0, 1 or 2; 

Bis ! : 




E is Cto to C20 alkyl or -C(0)-(Cq to';Ci9)-alkyl, wherein the alkyl is straight 
or branched, saturated or containing one orjmore double bonds; 

R is hydrogen, C1-C15 alkyl, straight; or branched, saturated or containing one 

1 

or more double bonds, or B-(CH2)r wherein r is 0, 1, 2, or 3; 

Rl, R2. and R3 are independently selected from the group consisting of 
hydrogen, lower alkyl, lower alkoxy, carboxy, NO2. NH2, OH, halogeno, lower 
aikylamino, dilower aikylamino, -NHC(0)OFfe, R6O2SNH- and -S(0)2NH2; 

R4 is 1 




J(ORs) n 



wherein n is 0, 1, 2 or 3; 

R5 is lower alkyl; and 

R6 is OH, lower alkyl, phenyl, benzyl lor substituted phenyl wherein the 

i 

substituents are 1-3 groups independently selected from the group consisting of 
lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, lower aikylamino and 
dilower aikylamino; 
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or a pharmaceutical^ acceptable salt 
wherein the first amount and the second 
effective amount for the treatment or 
obesity or lowering a concentration of 



thereof or a prodrug thereof, 

amount together comprise a therapeutically 
prevention of a vascular condition, diabetes, 
sterol in plasma of a mammal. 



77. (Withdrawn) A method of 
diabetes, obesity or lowering a concentration 
comprising the step of administering to 
effective amount of the therapeutic combination 



78. (Withdrawn) A composition 
(a) at least one peroxisome 



(b) at least one sterol absorption inhibitor represented by Formula (VIII) 



©053 



treating or preventing a vascular condition, 

of a sterol in plasma of a mammal, 
a mammal in need of such treatment an 
of claim 76. 



comprising: 
proliferator-activated receptor activator; and 



R 26 ^, 



OG 



O 



J-N NAf2 



(VIII) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (VIII) or of the isomers thereof, or prodrugs of the 
compounds of Formula (VII) or of the isomers, salts or solvates thereof , wherein, in 
Formula (VIII) above, 



R26jsHorOGl; 

Q and G 1 are independently se 



£R 5 X>R 4 



QB 5 X)R 4 



H, 



ected from the group consisting of 
OR 7 



HOR 3 



C0 2 R^ 



cfuor 6 



-CH 



IOR 5 



OR^ 4 
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OR 3a 

and OR^ A 0 J^CH 2 R b 



r CH 2 R a 



. -0>C(0)-N(R31)-, -NH-C(O) N(R31)- 



provided that when R 26 is H or 



OH, G is not H; 

R, R a and R b are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-Cs)alkoxy(Ci-C6)-alkoxy or-W-R 30 ; 

W Is independently selected from the group consisting of -NH-C(O)-, -0-C(0)- 



and -0-C(S)-N(R 31 )-; 



consisting of R 32 -substituted T, 



R 2 and R 6 are independently selected from the group consisting of H, 
(C-|-C6)a!kyl, aryl and aryl(Ci-C6)a!ky ; 

R 3 , R 4 , R 5 , R 7 , R 3a and R 4a are independently selected from the group 
consisting of H, (C1 -Ce)alkyl, ary!(Ci-C6)alkyl> -C(0)(C-|-C6)alkyl and 
-C(0)aryi; 

r30 is selected from the group 
R 32 -sub$tituted-T-(Ct -C6)alkyl s R 32 -substituted-(C2-C4)alkenyl, 
R 32 -substituted-(Ci-C6)alkyl, R 32 -substituted-(C3-C7)cycloalkyl and 
R3 2 -substituted-(C3-C7)cycloalkyl(CvCe)aIkyl; 

R 31 is selected from the group consisting of H and (Ci-C4)alkyl; 
T is selected from the group consisting of phenyl, furyl, thienyl. pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl. iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 

R 32 is independently selected irom 1-3 substituents independently selected 
from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy, methyfenedioxy, oxo, (C1 -C4)alkylsulfanyl, 
(Cl-C4)alkylsulfinyl, (Ci-C4)alkylsulfcnyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, 
-C(0)-N((Ci-C4)alkyl)2, -C(0)-(C1-C^)alkyl, -C(OMd~C4)alkoxy and 
pyrrolidinylcarbonyl; or R 32 is a covalent bond and R 3 ^ r the nitrogen to which it is 
attached and R 32 form a pyrrolidinyl, tfperidinyl, N-methyl-piperazinyl, Indolinyl or 
morpholinyl group, or a (Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, 
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N-methylpiperazinyl, indolinyl or morphoiinyi group; 
Ar 1 is aryl or R"10-substituted aryi; 
Ar 2 is aryl or R 1 1 -substituted aryl; 

O is a bond or, with the 3-position ring carbon of the azetidinone, 



R 1 

14> 



and 



forms the spiro group ( R )t> 

R 1 is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-{CH2)e-E-(CH2)r. wherein E is -O-, -C(Oh phenylene, ~NR22. C r 
-S(O)0-2-, e is 0-5 and r is 0-5 t provided that the sum of e and r is 1-6; 
-(C2-Ce)alkenylenes and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkyte ne * f "s 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 



-CH-, -C(C r C e aikylh -CF-, -C(OH)-, 



-C(C 6 H 4 -R 23 )-, -N-, or -MjJO" ; 



R 13 anc j r14 are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6 alkyl)-, -C(di-(d-C6) alkyl), -CH-CH- and 

-C(Ct-C6 alkyl)=CH>; or R 1 2 together with an adjacent R 13 , or R 12 together with 

an adjacent R14 form a -CH=CH- or a -CH=C(Ci-Ce alkyl)- group; 

2 or 3, provided both are not zero; 
=CH- or -C(C1-C6 alkyl)=CH-, a is 1 ; 



a and b are independently 0, 1 , 
provided that when R 13 is -CH 



provided that when a is 2 or 3, 



provided that when R 14 is -CH=CH- or-C(Ci-Ce alkyl)=CH-, b is 1 ; 



tie R 13 's can be the same or different; and 



R 



15 



provided that when b is 2 or 3, the R 14 's can be the same or different; 
and when Q is a bond, R 1 also 



can be: 

5 



15 



-M-Yd-C-Zh-.-X^tC^-Y^CQt-Zp- or -X r (C) v -Y fc -S(0)o. 2 - 

.,16 1m l„ 



R 1B R 18 R 

M is -O-, -S-, -S(O)- or -S(0)2- 
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X, Y and Z are independently selected from the group consisting of -CH2-. 
-CH(Ci-C6)alkyl-and -C(d"KCi-C6)alHiyl); 

r10 and R 11 are independently! selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Cl-C 6 )alkyl, -OR 19 -0(CO)R1». -0(CO)OR21, -0(CH 2 )1-50R 19 , 
-O(CO)NR 19 R20, .NR19R20, -NR 19 (<DO)R20 -NRl9(CO)OR21, 
-NR 1 9(CO)NR20R25 f ~NR1 9 S02R 2 V I -C00R1 9 -CONR1 9 R20, -COR™, 

i 

-SO2NR19R20, S(O) 0 -2R 21 , ^(CH 2 }1-10-COOR 19 -O(CH 2 )l-10CONRl 9 R20 f 
-(C1-C6 alkylene)-COOR 19 -CH^CH-boOR 19 -CF3, -CN, -NO2 and halogen; 

R 1 5 and R 17 are independently selected from the group consisting of -OR 19 , 
-0(C0)R19 -0(CO)OR 21 and -O(CO)NR 19 R 2 0; 

R 16 and R 18 are independently selected from the group consisting of H, 
(C1 -Ce)a!kyl and aryl; or R 1 5 and R 1 6 together are =0, or R 17 and R 1 8 together 
are =0; 

d is 1 f 2 or 3; 

h is 0, 1 , 2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and) p are independently 0-4; 
provided that at least one of s and t is 1 , and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1 , the sum of m, s and n is 1 -5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 



R 15 
1 



and when Q is a bond and R 1 



-X r (C) v -Y k -S(0)o_ 2 - 



is R 16 , Ar" 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 

R 19 and R20 ar© Independently selected from the group consisting of H, 
(Ci-C6)alkyt, aryl and aryl-substitutecJ (C-| -Ce)alkyl; 

R21 i$ (Cl-C6)alkyl, aryl or R24-substituted aryl; 

R22 \ s h, (Ci-C6)alkyl, aryl (Ci-Ce)alkyl, -C(0)R 19 or -COOR 19 ; 
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R 2 3 and R 24 are independently! 1-3 groups independently selected from the 
group consisting of H, (Ci-C 6 )alkyl, (C!i-Ce)alkoxy, -COOH, NO2, 

-NR19r20, <>Handhalogeno; and 

R25 is H, -OH or (Ci-C6)alkoxy«; 

79. (Withdrawn) A pharmaceutical composition for the treatment or 

prevention of a vascular condition, diabetes, obesity or lowering a concentration of a 

i 

sterol in plasma of a mammal, comprising a therapeutically effective amount of the 

i 

composition of claim 78 and a pharmaceutical^ acceptable carrier. 



80. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment: 

(a) an effective amount of at least one peroxisome proliferator-activated 
receptor activator; and 

j 

(b) an effective amount of at least one sterol absorption inhibitor 
represented by Formula (VUI): 



Ar 1 -R 1 ^Q. W» 

! cPv 

i 
j 

or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (VIII) or of the isomers thereof, or prodrugs of the 
compounds of Formula (VIII) or of the isomers, salts or solvates thereof, wherein, in 
Formula (VIII) above, 

R26isHorOGl; 

G and q1 are independently Jelected from the group consisting of 
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H, 



PR 4 
»IOR 3 



° > 



, -Y)"iOR 3 



C0 2 R 2 



CH 2 OR 6 



OR 3a 



OR 7 

-P H 2-( y^'OR 5 



OR 



3 OR" 



provided that when R 26 is H or 



and , OR3 A 0 ^CH 2 R^; 
OH, G is not H; 

R, R a and R b are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-a!koxy or -W-R 30 ; 

W Is independently selected from the group consisting of -NH-C(O)-, -O-C(O)- 
, -0-C(0)-N(R31)-, -NH-C(0)-N(R31)- and ^0-C(S)-N(R 31 )-; 

R 2 and R 6 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl(Ci-C6)alkyl; 

R3, R4 R 5 , R 7 , R 3a and R4& are independently selected from the group 
consisting of H, (C-|-C6)alkyl, aryl(Ci-C6)alkyI, -C(0)(Ci-C6)aIkyl and 
-C(0)aryl; 

R30 is selected from the group 
R32. su bstituted-T-(C1 -Ce)alkyl, R 32 -substituted-(C2-C4)alkenyl, 
R32- Su bstituted-(Ci -Ce)alkyl, R 3 2-substituted-(C3-C7)cycioallcyl and 
R32. SU bstituted-(C3-C7)cycloalkyl(Ci 



consisting of R32- Su bstituted T, 



r31 i S selected from the group 



1-C6)alkyl; 

i consisting of H and (C-|-C4)alkyl; 
T is selected from the group consisting of phenyl, furyl, thienyl, pyrroiyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 

R32 is independently selected rom 1-3 substituents independently selected 
from the group consisting of halogeno, (Ci-C4)a!kyl> ~ OH » phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci~C4)alkylsulfinyl f (Ci-C4)alkylsulfdnyl, -N(CH3)2, -C(0)-NH(Ci-C 4 )alkyl, 
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.C(0)-N((Ci-C4)alkyl)2, -C(OMC-|-C4)alkyl> -C(0)-(Ci-C4)aIkoxy and 
pyrrolidinylcarbonyl; or R 32 is a covate nt bond and R 31 , the nitrogen to which it is 
attached and R 32 form a pyrrolidinyl, p'peridinyl, N-methyl-piperazinyl, indolinyl or 
morpholinyl group, or a (Ci-C4)alkoxycarbonyi-substituted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholiny! group; 

Ar" 1 is aryl or R 10 -substitutod aryl; 

Ar 2 fe aryl or R 1 1 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 

forms the spiro group ( r1 \ ; and 

R1 is selected from the group consisting of 

-(CH2)q-» wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-(CH2) e -E-(CH2)r, wherein E is -O-, -C(O)-, phenylene, ~NR 22 - 0 r 
"S{O)0-2-» © is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

-(C2-Ce)alkenylene-; anh 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 



R 12 



is 



-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OHK 



-C(C 6 H 4 -R 23 )-, or -*NO* ; 



R 13 and R 14 are independently selected from the group consisting of -CH2-, 
-CH(C1-C6 alkyl)-,-C(dt-(Cl-C6) alkylL -CH=CH- and 

-C(Ci-C6 alkyl)=CHs or R 12 together with an adjacent R^ 3 , or R 12 together with 
an adjacent R 14 , form a -CH=CH- or a -CH=C(C1-Ce alkyl)- group; 

a and b are independently 0, 1 , 2 or 3, provided both are not zero; 

provided that when R^ 3 is -CH-CH- or -C(Ci-Ce alkyl)=CH-, a is 1 ; 

provided that when R 1 4 is -CH-CH- or -C(Ct -Cs aIkyl)=CH-, b is 1 ; 

provided that when a is 2 or 3, the R 13 's can be the same or different; and 

provided that when b is 2 or 3, the R 14 's can be the same or different; 
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and when Q is a bond, R 1 also can be: 



>15 



R 1S 



Htf-Yd-C-Zh-, -X m -(C) s -Y n -(C) t -Zp- or -X r (C) v -Y k -S(O) 0 _ 2 — 



R 16 R 10 Rie 

M is -O-, -S-, -S(O)- or -S(0)2-; 
X, Y and Z are independently selected from the group consisting of -CH2-. 
-CH(Ci-C6)alkyl- and -C(di (Ci-C6)a(kyl); 

R10 and R 1 1 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-C 6 )alkyl, -OR 19 , -0(CO)R*l 9 -0(C0)0R21, -0(CH 2 )1-50R 19 
-O(CO)NR19r20, . N r19r20^ N R19(CO)R 20 , -NRl 9 (CO)OR21 , 
-NR19(CO)NR20r25 j -NR 19 S02R 21 , -COOR 19 -CONR1 9 R20, -COR^ 9 
-S02NR 1 9R 20 , S(O)0-2R 21 , -Q(CH 2 ) >10-COOR 1 », -O(CH 2 )1-1()CONR1 9 r20, 
-(C1-C6 alkylene)-COOR 19 , -CHHDH-COOR 1 9 -CF3> -CN, -NO2 and halogen; 



R 15 



R 1S and R 17 are independently 



selected from the group consisting of -OR 19 , 



-0(CO)R 19 -0(CO)OR 21 and -O(CO)NR*I 9 r20; 



selected from the group consisting of H, 
together are =0, or R 17 and R 1 8 together 



R 16 and R 18 are independently 
(Ci-Ce)alkyl and aryl; or R^ 5 and R 16 
are =0; 

d is 1 , 2 or 3; 
h is 0, 1 , 2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1 , and the sum of m, n, p P s and t is 1-6; 
provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1 ; 

j and k are independently 1 -5, provided that the sum of j, k and v is 1-5; 

R 15 

-X r (C) v -Y k -S(0)o. 2 - 
and when Q is a bond and R 1 is R 16 , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyt, imidazolyi, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 
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R 19 and R 20 are independently selected from the group consisting of H, 
(Ci -C6)alkyl, aryl and aryl-substituted (Ci -C6)alkyl; 

\ R21 is (Ci~C6)alkyl, aryl or R2 4 -substituted aryl; 

R22 is H) (Ci-C6)alkyl. aryl (Ci-C6)alkyl, -C(0)R19 or-COORl9; 

R 23 and R 24 are Independently 1-3 groups Independently selected from the 
group consisting of H, (Ci-C6)alkyl» (Ci-C6)alkoxy, -COOH, N02, 

-NR 19 R 20 , -OH and halogeno; and 

R25 i S h, OH or (Ci-Ce)alkoxy, 

81 . (Withdrawn) A therapeutic combination comprising: 

(a) a first amount of at least one peroxisome proliferator-activated receptor 
activator and 

(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (VHJ): 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (VIII) or of the isomers thereof, or prodrugs of the 
compounds of Formula (VIII) or of the isomers, salts or solvates thereof, wherein, in 
Formula (Vlll) above, 

R26 isHorOGl; 

G and G 1 are independently selected from the group consisting of 




(VIII) 
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and 



R 4 C/i 




O^CH 2 R a 



provided that when R 26 is H or 



OH, G is not H; 

R, R a and R& are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (C-|-C6)alkoxy(Ci-Ce)-aIkoxy or-W-R 3 ^; 

W is independently selected from the group consisting of -NH-C(O)-, 
-0-0(0)-, -0-C(0)-N(R31)- f -NH-C(0)-N(R31)- and -0-C(S)-N(R31 

R 2 and R* 5 are independently selected from the group consisting of H, 
(Ci -C6)alkyl, aryl and aryl(Ci -Ce)alkyl; 

R 3 , R 4 , R 5 , R 7 > R 3a and R 4a are independently selected from the group 
consisting of H. (Ci-C6)a[kyL aryl(Ci-Ge)alkyl, -C(0)(C-|-C6)a!kyl and 
-C(0)aryl; 

R 30 is selected from the group consisting of R32-sub$tituted T, 
R 32 -substituted-T-(Ci -C6)alkyl, R 3 2-substituted-(C2-C4)a!kenyf, 
R 32 ^substituted-(Ci-C6)alkyl, R32- SU bstituted-(C3-C7)cycloa]kyl and 
R32„ su bstituted-(C3-C7)cycloatkyl(Ci-C6)aIkyl; 

R31 | 3 selected from the group consisting of H and (Ci-C4)alkyl; 

T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 

R32 i S independently selected from 1-3 substituents independently selected 
from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfany|, 
(Ci-C4)alkylsulfinyl, (Ci-C 4 )alkylsulfonyl, -N(CH3)2, -C(0)-NH(Cl-C4)alkyf, 
^C(0)-N((Ci-C4)aIkyl)2. -C(0)-(Ci-C4)alkyl f -C(OMCi-C4)alkoxy and 
pyrrolidinylcarbonyl; or R32 j S a covalent bond and R31 p the nitrogen to which it is 
attached and R 3 2 form a pynolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or 
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morpholinyl group, or a (Ci-C4)a!koxycarbonyl-substituted pyrrolidinyl, piperidiny!, N- 
methylpiperazinyl, indolinyl or morpholinyl group; 
Ar 1 is aryl or ^-substituted aryl; 
Ar 2 Is aryt or R 1 1 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 

"T^i Rl3)a 

forms the spiro group ( R )b ; and 

r1 js selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or t ; 

-(CH2)e-E-(CH2)r, wherein E is -O, -C(O)-, phenylene, -NR22_ or 
-3(0)0-2", © 'S 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C2-C6)alkenylene-; and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
Rl2 is 

-CH-, -CtC^Ce alkyl)-. -CF-, -C(OH)-, -C^IVR 23 )-, A, or ~ + NCr ; 

Rl3 a nd R14 are independently selected from the group consisting of 

-CH2-, -CH(C1-C6 alkyl)-, -C(di-(Ci-C6) alkyl), -CH=CH- and 
-C(Ci -C6 alkyl)=CH-; or R 1 2 together with an adjacent R 1 3 , or R 1 2 together with 
an adjacent R*l 4 form a -CH=CH- or a -CH=C(Ci -C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 

provided that when R 1 3 is -CH=CH- or -C(C-|-C6 alkyl)=CH-, a is 1; 

provided that when R 14 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, b is 1 ; 

provided that when a is 2 or 3, the R 13 's can be the same or different; and 

provided that when b is 2 or 3, the R 14 's can be the same or different; 

and when Q is a bond, R 1 also can be: 

R 15 R 17 R 15 Ft 15 

HVI-Yd-C-ZK-.-X^^s-Y^^-Zp- or -X r (C) v -Y K -S(0)o- 2 -; 
R 16 R 18 R15 R 16 
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M is -O, -S(O)- or -S(0)2-; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(Ci-C6)alkyl- and -C(di-(Ci-C6)alkyl); 

RlO and R 1 1 are independently selected from the group consisting of 
1-3 substituents independently selected from the group consisting of 
(Ci-C<3)alkyl, -OR 19 , -0(CO)R 19 -0(CO)OR 21 r -0(CH2)l-sOR 19 
-0(CO)NR 19 R 20 , -NR 19 R 20 , -NR1 9 (CO)R20, . N r19(CO)OR 21 , 
-NR19(CO)NR20r25 i -NR 19 S02R 21 , -COOR 19 -CONR1Sr20 > -COR 19 
-SO2NR 19 R20, S(O) 0 -2R 21 , <>(CH2)1-10^00R 19 
-0(CH 2 )1 -1 oCONR"! 9 R 20, _( C1 -Ce alkytene)-COORl 9 -CH-CH-COOR 1 9 
-CF3, -CN, -NO2 and halogen; 

R15 an d r17 ar$ independently selected from the group consisting of -OR 19 , 
-0(CO)R 19 -0(CO)OR21 and -O(CO)NR 19 R20 ; 

r16 and R 1 8 are independently selected from the group consisting of H, 
(Ci-C6)alkyl and aryl; or R 15 and R 1 6 together are =O f or R 17 and R 18 together 

are =0; 

d is 1 , 2 or 3; 
h is 0, 1 , 2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1, and the sum of m, n, p, s and t is 1 -6; 
provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1 -5; 
v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

R 15 

-X,-(C) v -Y k -S(0)^ 
and when Q is a bond and R 1 is R 16 , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 

R 19 and R 20 are independently selected from the group consisting of H, 
(Ci-C6)aikyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R 21 is (Ci-C6)alkyl. aryl or R24_ SU bstituted aryl; 
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R22 is h, (Ci-C6)alkyl, aryl (Ci-CG)alkyl, -C(0)R1» or -COOR19; 

r23 anC | r24 are independently 1-3 groups independently selected from the 
group consisting of H, (d-C6)alkyl, (Ci-C 6 )alkoxy, -COOH, N0 2 . -NR19r20, . 0 H 
and halogeno; and 

R25 i S h, -OH or (C1 -C 6 )alkoxy, 
wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 

82. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment an 
effective amount of the composition of claim 81 . 

83. (Original) A composition comprising: 

(a) at least one peroxisome proliferator-activated receptor activator; and 
(b) at least one sterol absorption inhibitor represented by Formula (IX): 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (IX) or of the isomers thereof, or prodrugs of the compounds 
of Formula (IX) or of the isomers, salts or solvates thereof, wherein, in Formula (IX) 
above, 

R26 is selected from the group consisting of: 




a) OH; 

b) OCH 3 ; 

c) fluorine and 

d) chlorine; 
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R 1 is selected from the group consisting of 




>5 




-SO3H; natural and unnatural 
amino acids; 



R, R a and R b are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)a!koxy(Ci-Ce)-alkoxy and -W-R 30 ; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -0-C(0)-N<R31)-, -NH-C(0)-N(R 3 1)- and 
-0-C(S)-N(R31)- ; 

R 2 and R 6 are independently selected from the group consisting of H, (Ci- 
C6)alkyl> aryl and aryl(Ci-C6)alkyl; 

R 3 , R 4 , R 5 , R 7 , R 3a and R 4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl, aryl(Ci -C6)alkyl, -C(0)(Ct-Ce)alkyl and -C(0)aryl; 

r30 i S independently selected form the group consisting of 
R32-substituted T, R32- S ubstituted-T-(Ci«C6)alkyl, R32- SU bstituted-(C2-C4)a!kenyl, 

R 32 -substituted-(Ci-C6)alkyI, R 32 -substituted-{C3-C7)cycloalkyl and R 32 - 
substituted-(C3-C7)cycloalkyl(Ci -Chalky!; 

R 31 is independently selected from the group consisting of H and 
(Ci-C4)alkyl; 

T is independently selected from the group consisting of phenyl, furyi, thienyi, 
pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, 
pyrazolyl, imidazolyl and pyridyl; 

R32 i s independently selected from 1-3 substituents independently selected 
from the group consisting of H, halogeno, (Ci-C4)alkyl, -OH, phenoxy, -CF3, -N02* 
(Ci-C4)alkoxy, methylenedioxy. oxo, (C-| -C4)alkylsulfanyl, (Ci-C4)alkylsulfinyl, 
(Ci-C4)alkylsulfonyl f -N(CH3)2> -C(0)-NH(Ci-C4)alkyl, -C(0)-N((Ci-C4)alkyl)2, 
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-C(0)-(Ci-C4)alkyl, -C(0)-(Ci-C4)a«coxy and pyrrolidinylcarbonyl; or R 32 i S a 
covalent bond and R 31 , the nitrogen to which it is attached and R 32 form a 
pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or morpholinyl groups or a 
(Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N-methylpiperazinyl, 
indolinyl or morpholinyl group; 

Ar 1 is aryl, R^O-substituted aryl; pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, 
imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

Ar 2 is aryl or R 11 -substituted aryl; 

Q is -(CH2)q~, wherein q is 2-6, or, with the 3-position ring carbon of the 

( 

azetidinone, 

VjWR 13 ) a 
forms the spiro group (R 14 )b— ; 
Rl2i S 

II il i ~ I J 

-CH-, -C(C,-C 6 alkyl)-, -CF-, -C(OH)-, -C^H^R 23 )-, -N-, or - + NCT ; 

R 13 and R 14 are independently selected from the group consisting of -CH2-, 
-CH(C1-C6 alkyl)-, -C(di-(Ci-Ce) alkyl), -CH=CH^ and -C(Ci-Ce alkyl)=CH-; or R12 

together with an adjacent R 13 , or R 12 together with an adjacent R -14 form a 
-CH=CH- or a -CH=C(C-j -Cq alkyl)- group; 

a and b are independently 0, 1 , 2 or 3, provided both are not zero; provided 
that when R 1 3 is -CH=CH- or -C(Ci -Ce alkylJ^CH-, a is 1 ; provided that when R t 4 
is -CH=^CH- or -C(Ci -Ce alkyl)=CH-, b is 1 ; provided that when a is 2 or 3, the R 13 's 

can be the same or different; and provided that when b is 2 or 3, the R*l 4 's can be 
the same or different; 

R 1( 3 and R1 1 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (Ci-C6)alkyl, 

-ORIS -0(CO)R 19 , -0(CO)OR 21 , -0(CH2)1-50R19 -O(CO)NRl9R20 t -NR19r 2 0, 
-NR19(CO)R20, -NR 1 9(CO)OR 21 , -NR19(CO)NR 2 0r25 -nr19SQ2R 21 , - 
COOR 1 ^, 
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-CONR19R20, -COR19, -SO 2 NR 1 9r20 7 -S(O)0-2R 21 > <>(CH2)1-10-COOR 19 
-0(CH2)1-10CONR 19 R20, -(C1-C6 alkylene)-COOR 19 , -CH=CH-COOR 19 -CF3, 
-CN, -NO2 and halogen; 

r!9 and R 20 are independently selected from the group consisting of H, (C1- 
C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R21 is (Ci-C6)alkyl, aryl or R24. su t) S tituted aryl; 

R22 is H, (Ci-C6)alkyl, aryl (C-|-C6)alkyl> -C(0)R19 or -COOR19; 

R 2 3 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H, (Ci-C6)alky). (Ci-Ce)alkoxy, -COOH, N0 2 , -NR^R^O, -OH 
andhalogeno; and 

R25 i s h, -OH or (Cl-C6)alkoxy. 

84. (Currently Amended) A pharmaceutical composition for the treatment 
o r pre v ention of a vascular condition, diabetes, obesity or lowering a concentration of 
a sterol in plasma of a mammal, comprising a therapeutically effective amount of the 
composition of claim 83 and a pharmaceutical^ acceptable carrier. 

/ 

85. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment: 

(a) an effective amount of at least one peroxisome proliferator-activated 
receptor activator; and 

(b) an effective amount of at least one sterol absorption inhibitor represented by 
Formula (IX): 
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OR 

Ar 1 — CH — Q. 



"Ar 2 (IX) 
or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (IX) or of the isomers thereof, or prodrugs of the compounds 
of Formula (IX) or of the isomers, salts or solvates thereof, wherein, In Formula (IX) 
above, 

r26 is selected from the group consisting of: 

a) OH; 

b) OCH 3 ; 

c) fluorine and 

d) chlorine; 

R 1 is selected from the group consisting of 



OR 5 .OR 4 



OR s .OR 4 



9-( 



OR 



H, 



CO z Ff 



CH 2 OR° 



VbR 4 



OR 



!3a 



OR J 

OR 3 0 -^o^ CH 2 Rb 



-S0 3 H; natural and unnatural 
amino acids; 



\T -»CH 2 R a 

R, R a and R D are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-alkoxy and -W-R30; 

W is independently selected from the group consisting of 
-NH-C(O)-, -0-C(0)-, -0-C(0)-N(R31)-, -NH'C(0)-N(R31)- and 
-0-C(S)-N(R31)s 

R2 and R*> are independently selected from the group consisting of H, (C-j- 
Ce)alkyl, aryl and aryl(Ci-C6)alkyl; 

R 3 , R 4 , R 5 , R 7 , R 3a and R 4a are independently selected from the group 
consisting of H, (Ci-Cg)alkyl, aryl(Ci-C6)alkyl, -C(0)(Ci-C6)alkyl and -C(0)aryl; 



64 



PAGE 691124 * RCVD AT 7I1I20O4 2:44:15 PM pastern Daylight Time] * SVR:USPT0-EFXRF-1/4 * DNIS:8729306 * CSID:908 298 5405 * DURATION (mm-$s):34>54 



/01/04 15:06 FAX 908 298 5405 



S CHER I NG - P LOUGH 



©070 



r30 IS independently selected form the group consisting of 
R 32- Subst ituted T, R32-substituted-T-(Ci-C6)alkyl, R3 2 -substituted-(C2-C4)alkenyl, 
R32. subst jtuted-(C1-C6)alkyl, R 32 -substituted-(C3-C7)cydoalkyl and R32. 
substituted-(C3-C7)cycloalkyl(Cl~C6)alkyl; 

R31 is independently selected from the group consisting of H and 
(Ci-C4)alkyl; 

T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrolyl, oxazolyl. isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, 
pyrazolyl, imidazolyl and pyridyl,' 

R 32 is independently selected from 1-3 substituents independently selected 
from the group consisting of H, halogeno, (Ci -Chalky I, -OH, phenoxy, -CF3, -NO2, 
(Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, (Ci-C4)alkylsulfinyl, 
{Ci-C 4 )alkyteulfonyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, -C(0)-N((Ci-C 4 )alkyl) 2 . 
-C(0)-(Ci-C4)alkyl > -C(0)-(Ci-C4)alkoxy and pyrrolidinylcarbonyl; or R32 \ s a 

covalent bond and R 31 , the nitrogen to which it is attached and R 32 form a 
pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or morpholinyl group, or a 
(Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N-methylpiperazinyl, 
indolinyl or morpholinyl group; 

Ar 1 is aryl, R 10 -substituted aryl; pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, 
imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

Ar 2 is aryl or R 11 -substituted aryl; 

Q is ^(CH2)q-, wherein q is 2-6, or, with the 3-position ring carbon of the 
azetidinone, 

forms the spiro group ( Rl4 )b — ; 
Rl2is 

-CH-, -C(C,-C 6 alkyO-, -CF-, -C(OH)- r -CfCeH^R 23 )-, -N-, or - + NO' ; 
R 13 and R 14 are independently selected from the group consisting of -CH2-, 
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-CH(C1-C 6 alkyl)- -C(di-(Ci-Ce) alkyl), -CH=CH- and 'C(Cl-C 6 alkyl)=CH- or R12 
together with an adjacent R 13 , or R 1 2 together with an adjacent R 14 , form a 
-CH=CH- or a -CH=C{Ci-C6 alkyi)- group; 

a and b are independently 0. 1, 2 or 3, provided both are not zero; provided 
that when R 13 is ~CH=CH- or -C(Ci-C6 alkyl)=CH-, a is 1 ; provided that when R 14 
is -CH=CH- or -C(Ci -C6 alkyl)=CH-, b is 1 ; provided that when a is 2 or 3, the R 1 3> s 
can be the same or different; and provided that when b is 2 or 3, the R1 4 's can be 
the same or different; 

RtO and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (Ci-C6)alkyl, 
-OR19, -0(CO)R« -0(CO)OR21 f -0(CH 2 )1-50R19, .O(CO)NR^R20, -NR19r2Q, 
-NR19(C0)R 20 , -NRl9(CO)OR21, -NR 1 9(CO)NR 2 OR 2 5 -NR19 S 02R 21 . - 
COOR19 

-CONR19R20, -COR 1 9, -S02NR 19 R 2 ° ~S(O)0-2R 21 , ~O(CH2)l-10-COORl9 f 
-0(CH2)1-10CONR19R 20 , -(C1-C6 alkylene)-COORl9 -CH=CH-COOR 1 9 -CF3, 
-CN, -NO2 and halogen; 

R19 and R 20 are independently selected from the group consisting of H, (C1- 
C6)aikyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R 21 is (Ct-Ce)alkyl, aryl or R 24 -sub$tituted aryl; 

R 22 is H, (Ci-C 6 )alkyl, aryl (Ci-C 6 )alkyl, -C(0)R19 or ~COOR 1 9; 

R 23 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H, (Ci-C6)alkyl, (Ci-Cs)alkoxy t -COOK NO2, -NR19R 20 , _ OH 
andhalogeno; and 

R 2 5 is H, -OH or (Ci-Ce)alkoxy. 

86. (Original) A therapeutic combination comprising: 

(a) a first amount of at least one peroxisome proliferator-activated receptor 
activator; and 
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(b) a second amount of at least one sterol absorption Inhibitor represented 
by Formula (IX): 




(IX) 

or isomers thereof, or pharmaceutically acceptable salts or solvates of the 
compounds of Formula (IX) or of the isomers thereof, or prodrugs of the compounds 
of Formula (IX) or of the isomers, salts or solvates thereof, wherein, in Formula (IX) 
above, 

r26 j S selected from the group consisting of: 

a) OH; 

b) OCH 3 ; 

c) fluorine and 

d) chlorine; 

R 1 is selected from the group consisting of 

^!>°R 4 °£l>°R* o-< 0R7 

h -hQ>.. IIOR 3 . -<3- ,,,or3 • - ch 2'0' ,,ior5 ' 

°~\o 2 R 2 °~\h 2 OR 6 oV OR4 



OR 33 



R4a %>x^visP -SO3H; natural and unnatural 

OR 3 - Ao-^CHaR 11 . amino acids; 

R, R a and R D are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azldo, (Ci-C6)alkoxy(Ci-C6)-alkoxy and -W-R30; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C{0)-, -0-C(O}-N(R31)., -NH-C(0)-N(R31)- and -0-C(S)-N(R31)-; f 

R 2 and R 6 are independently selected from the group consisting of H, (Ct- 
C6)alky'. anyl and aryl(Ci-C6)alkyl; 
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R 3 , R 4 , R 5 , R 7 , R 3a and R 4a are independently selected from the group 
consisting of H, (Ct-C6)a!kyl, aryl(Ci-C6)alkyl, -0(O)(Ci-C6)alkyI and -C(0)aryl; 

R30 is independently selected form the group consisting of 
R32. SU bstituted T 7 R32^substituted-T-(Ci-C6)alkyl, R 32 -substituted-(C2-C4)aIkenyl, 
R32>substituted-(C1-C6)alkyl, R32. S ubstituted-(C3-C7)cycloalkyl and R 32 - 
substituted-(C3-C7)cydoalkyl(Ci -C6)alkyl; 

R31 is independently selected from the group consisting of H and (Ci- 
C4)alkyl; 

T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrotyl, oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, 
pyrazolyl, imidazolyl and pyridyl; 

R32 is independently selected from 1-3 substituents independently selected 
from the group consisting of H, halogeno, (Ci-C4)alkyl, -OH, phenoxy, -CF3, -NO2, 
(Ci-C4)alkoxy, methylenedioxy, oxo, <Ci -C4)a'kylsulfanyl, (Ci-C4)alkylsutfinyl, (Ci- 
C4)alkylsulfonyl, ^N(CH3)2. -C(0)-NH(Ci-C4)alkyl, -C{O)-N((0i-C4)alkyl)2, -C(O)- 
(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and pyrroiidinylcarbonyl; or R32 j S a covalent 

bond and R 3 "* , the nitrogen to which it is attached and R 32 form a pyrrolidinyl, 
piperidinyl, N-nrtethyl-piperazinyl, indolinyl or morphollnyl group, or a (C-|- 
C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N-methylpiperazinyl, indolinyl 
or morpholinyl group; 

Ar^ is aryl, R 1 0-substituted aryl; pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, 
imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

Ar 2 is aryl or R 1 '•-substituted aryl; 

Q is -(CH2)q- r wherein q is 2-6, or, with the 3-position ring carbon of the 
azetidinone, 



PAGE 73/124 1 



R l j— (Rl3) a 

forms the spiro group ( Rl4 )b ; 
Rl 2 is 

-CH-, -0(0,-06 alkyl)-, -CF-, ~C(OH)- f -C^H^R 23 )-, -A-, or ; 

68 

RCVD AT 7rt/20M 2:44:15 PM (Eastern DayfigM THneJ * SVR:USPT0-EFXRF-1/4 * DNIS:8729306 * CSID:90S 298 5405 * DURATfON (mrrhss):34-54 



07/ 0 1/04 15 : 07 FAX 90 8 298 5405 SCHE RING -PLOUGH lg]074 



R 13 and R 14 are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6 alkyl)-, -C(dKCi-Cs) alkyl), -CH=CH- and -C(Ci-C6 alkyl)=CH-; or R12 
together with an adjacent R 13 > or R 12 together with an adjacent R 14 , form a 
-CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1. 2 or 3, provided both are not zero; provided 
that when R™\$ -CH^CH- or -C(C-hC6 alkyl)=CH-, a is 1; provided that when R 14 
is 

-CH=CH- or -C(Ci-C6 alkyl)=CH-, b is 1 ; provided that when a is 2 or 3, the R 1 3's 

can be the same or different; and provided that when b is 2 or 3, the R 14, s can be 
the same or different; 

R 10 and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C-| -Cgjalkyl, 

-OR19, -0(C0)R19 -0(CO)OR21, -0(CH 2 )1-50R19 -O(CO)NR19r20, . NR 19 R 20, 
-NR 19 (CO)R 2 ° s -NRl9(CO)OR21, -NR19(CO)NR 20 R 25 , -NR19S02R 21 , - 
COOR19, 

^CONR19R 2 0, -COR19 -SO 2 NR19r20, -S(O)0-2R 21 , -0(CH 2 )1-10-COOR19 
-0(CH 2 )1 -1 0CONR 1 9r 20 , -(Ci -C 6 alkytene)^COORl 8 -CH-CH-COOR1 9, _ C F3 f 
-CN, -NO2 and halogen; 

R 19 and R 2 0 are independently selected from the group consisting of H, (C-|- 
C6)alkyl. aryl and aryl-substituted (Ci-C6)alkyl; 

R 21 is (Ci-C6)alkyl, aryl or R 24 -$ubstituted aryl; 

R 22 is H, (Ci-C6)alkyl, aryl <Ci-C6)alkyl, -C(0)R19 or -COOR19; 

R 23 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H, (Ci-C6)alkyl, (Ci-C6)alkoxy> -COOH, NO2, -NR19R20, _oH 
and halogeno; and 

R25 is H, -OH or (Ct-C6)alkoxy s 
wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 
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87. (Withdrawn) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment an 
effective amount of the composition of claim 86. 

88. (Withdrawn) A composition comprising (a) at least one 
AcylCoA:Cholesterol O-acyltransferase Inhibitor and (b) at least one substituted 
azetidinone compound or substituted p-lactam compound or isomers thereof, or 
pharmaceutical^ acceptable salts or solvates of the at least one substituted 
azetidinone compound or the at least one substituted p-lactam compound or of the 
isomers thereof, or prodrugs of the at least one substituted azetidinone compound or 
the at least one substituted p-lactam compound or of the isomers, salts or solvates 
thereof. 

89. (Withdrawn) A therapeutic combination comprising (a) a first amount of 
at least one AcylCoA:ChoIesterol O-acyltransferase Inhibitor; and (b) a second 
amount at least one substituted azetidinone compound or substituted p-lactam 
compound or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
at least one substituted azetidinone compound or the at least one substituted P- 
lactam compound or of the isomers thereof, or prodrugs of the at least one 
substituted azetidinone compound or the at least one substituted p-lactam 
compound or of the isomers, salts or solvates thereof, wherein the first amount and 
the second amount together comprise a therapeutically effective amount for the 
treatment or prevention of a vascular condition, diabetes, obesity or lowering a 
concentration of a sterol in plasma of a mammal. 

90. (Withdrawn) A composition comprising (a) probucol or a derivative 
thereof and (b) at least one substituted azetidinone compound or substituted fS- 
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lactam compound or isomers thereof, or phanmaceutically acceptable salts or 
solvates of the at least one substituted azetidinone compound or the at least one 
substituted p-lactam compound or of the isomers thereof, or prodrugs of the at least 
one substituted azetidinone compound or the at least one substituted P-lactam 
compound or of the isomers, salts or solvates thereof. 

91 . (Withdrawn) A therapeutic combination comprising (a) a first amount of 
probucoi or a derivative thereof and (b) a second amount of at least one substituted 
azetidinone compound or substituted p-lactam compound or isomers thereof, or 
pharmaceutical^ acceptable salts or solvates of the at least one substituted 
azetidinone compound or the at least one substituted p-lactam compound or of the 
isomers thereof, or prodrugs of the at least one substituted azetidinone compound or 
the at least one substituted p-lactam compound or of the isomers, salts or solvates 
thereof, wherein the first amount and the second amount together comprise a 
therapeutically effective amount for the treatment or prevention of a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal. 

92. (Withdrawn) A composition comprising (a) at least one low-density 

i 

lipoprotein receptor activator and (b) at least one substituted azetidinone compound 
or substituted p-lactam compound or isomers thereof, or pharmaceutical^ 
acceptable salts or solvates of the at ibast one substituted azetidinone compound or 
the at least one substituted p-lactam compound or of the isomers thereof, or 
prodrugs of the at least one substituted azetidinone compound or the at least one 

substituted p-lactam compound or of the isomers, salts or solvates thereof. 

I 

93. (Withdrawn) A therapeutic combination comprising (a) a first amount of 
at least one low-density lipoprotein rebeptor activator and (b) a second amount of at 
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least one substituted azetidinone compound or substituted (3-lactam compound or 
isomers thereof, or pharmaceutical^ acceptable salts or solvates of the at least one 
substituted azetidinone compound or the at least one substituted 3-lactam 
compound or of the isomers thereof, or prodrugs of the at least one substituted 
azetidinone compound or the at least one substituted 0-lactam compound or of the 
isomers, salts or solvates thereof, wherein the first amount and the second amount 
together comprise a therapeutically effective amount for the treatment or prevention 
of a vascular condition, diabetes, obesity or lowering a concentration of a sterol in 
plasma of a mammal. 

94. (Withdrawn) A composition comprising (a) at least one Omega 3 fatty 
acid and (b) at least one substituted azetidinone compound or substituted (Wactarn 
compound or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
at least one substituted azetidinone compound or the at least one substituted p~ 
lactam compound or of the isomers thereof, or prodrugs of the at least one 
substituted azetidinone compound or the at least one substituted fJ-lactam 
compound or of the isomers, salts or solvates thereof. 

95, (Withdrawn) A therapeutic combination comprising (a) a first amount of 
at least one Omega 3 fatty acid and (b) a second amount of at least one substituted 
azetidinone compound or substituted p-lactam compound or isomers thereof, or 
pharmaceutical^ acceptable salts or solvates of the at least one substituted 
azetidinone compound or the at least one substituted (J-lactam compound or of the 
isomers thereof, or prodrugs of the at least one substituted azetidinone compound or 
the at least one substituted p-lactam compound or of the isomers, salts or solvates 
thereof, wherein the first amount and the second amount together comprise a 
therapeutically effective amount for the treatment or prevention of a vascular 
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condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal. 

96. (Withdrawn) A composition comprising (a) at least one natural water 

i 

soluble fiber and (b) at least one substituted azetidinone compound or substituted p- 
lactam compound or isomers thereof,! or pharmaceutical^ acceptable salts or 
solvates of the at least one substituted azetidinone compound or the at least one 
substituted 0-lactam compound or of the isomers thereof, or prodrugs of the at least 
one substituted azetidinone compound or the at least one substituted p-lactam 
compound or of the isomers, salts or solvates thereof. 

97. v (Withdrawn) A therapeutic combination comprising (a) a first amount of 
at least one natural water soluble fiber and (b) a second amount of at least one 
substituted azetidinone compound or substituted 0-lactam compound or isomers 
thereof, or pharmaceutically acceptable salts or solvates of the at least one 

substituted azetidinone compound or the at least one substituted 0-lactam 

i 

compound or of the isomers thereof, or prodrugs of the at least one substituted 
azetidinone compound or the at least one substituted 0-lactam compound or of the 
isomers, salts or solvates thereof, wherein the first amount and the second amount 
together comprise a therapeutically effective amount for the treatment or prevention 

of a vascular condition, diabetes, obesity or lowering a concentration of a sterol in 

i 

plasma of a mammal. 

| 

98. (Withdrawn) A composition comprising (a) at least one of plant sterols, 
plant stanols or fatty acid esters of plant stanols and (b) at least one substituted 
azetidinone compound or substituted fMactam compound or isomers thereof, or 
pharmaceutically acceptable salts or solvates of the at least one substituted , 
azetidinone compound or the at least one substituted 0-lactam compound or of the 
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isomers thereof, or prodrugs of the at least 6ne substituted azetidinone compound or 
the at least one substituted p-lactam compound or of the isomers, salts or solvates 
thereof. ■ i 

99. (Withdrawn) A therapeutic combination comprising (a) a first amount of 
at least one of plant sterols, plant stahols or fatty acid esters of plant stanols and (b) 
a second amount of at least one substituted azetidinone compound or substituted p- 

i J 

lactam compound or isomers thereof, or pharmaceutical^ acceptable salts or 
solvates of the at least one substituted azetidinone compound or the at least one 
substituted p-lactam compound or of the isomers thereof, or prodrugs of the at least 
one substituted azetidinone compound or the at least one substituted p-lactam 
compound or of the isomers, salts or solvates thereof, wherein the first amount and 

the second amount together comprise a therapeutically effective amount for the 

i- : A 

treatment or prevention of a vascular condition, diabetes, obesity or lowering a 

\ : i 

concentration of a sterol in plasma of a mammal. 

! 

1 00. (Original) A composition comprising (a) at least one antioxidant or 

: j 

vitamin and (b) at least one substituted azbtidinone compound or substituted p- 

\ i 

lactam compound or isomers thereof, or pharmaceutically acceptable salts or 
solvates of the at least one substituted azetidinone compound or the at least one 
substituted p-lactam compound or of the isomers thereof, or prodrugs of the at least 

i 

one substituted azetidinone compound or the at least one substituted p-lactam 

i . j 

compound or of the isomers, salts or solvates thereof. 

101 . (Currently Amended) ;A therapeutic combination comprising (a) a first 
amount of at least one antioxidant or vitamin and (b) a second amount of at least one 
substituted azetidinone compound or substituted p-lactam compound or isomers 
thereof, or pharmaceutically acceptable salts or solvates of the at least one 
substituted azetidinone compound or the at least one substituted p-lactam 
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compound or of the isomers thereof, or prodrugs of the at least one substituted 
azetidinone compound or the at least onf substituted ^-lactam compound or of the 
isomers, salts or solvates thereof, wherein the first amount and the second amount 
together comprise a therapeutically effecW amount for the treatment «H*evef*e« 
of a vascular condition, diabetes, obesity orjlowering a concentration of a sterol .n 
plasma of a mammal. 



i . 
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